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“The value of CHLOROMYCETIN in the treatment of infec- 
tions due to most bacteria, the pathogenic rickettsiae, and 
many of the large viruses has now been well established.”* 


in typhoid fever 


“Our experience...and many others all show that chloram- 
phenicol [CHLOROMYCETIN] has an established place in " 
the treatment of typhoid fever.” 


in meningitis 
“At the present time chloramphenicol [CHLOROMYCETIN] a 

is recognized as a potent antibiotic whose ease of adminis- 

tration and prompt diffusion into serum and spinal fluid 

makes it a particularly useful agent in the treatment of many J 

forms of purulent meningitis.”* 


(1) Yow, E. M.; Taylor, FE M.; Hirsch, J.; Frankel, R. A., & Carnes, H. E.: 
J. Pediat. 42:151, 1953. (2) Dodd, K.: J. Arkansas M. Soc. 10:174, 1954. 
(3) Hanbery, J. W.: Neurology 4:301, 1954. (4) Miller, G.; Hansen, J. E., & 
Pollock, B. E.: Am. Heart J. 47:45, 1954. (5) Keefer, C. S., in Smith, A., 


& Wermer, P L.: Modern Treatment, New York, Paul B. Hoeber, Inc., 
1953, p. 65. 
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in bacterial endocarditis 


“Within ten days [after therapy with CHLOROMYCETIN was 
begun] there was a dramatic improvement in the patient's 
clinical appearance and the sedimentation rate and temper- 
ature became normal.” 


in rickettsial diseases 


“Chloramphenicol [CHLOROMYCETIN] has been used with 
striking success in patients with scrub typhus, murine typhus, 
Rocky Mountain spotted fever, and epidemic typhus.” 


cetin 


(Chloramphenicol, Parke-Davis) 


CHLOROMYCETIN is a potent therapeutic agent and, be- 
cause certain blood dyscrasias have been associated with its 
administration, it should not be used indiscriminately or for 
minor infections. Furthermore, as with certain other drugs, 
adequate blood studies should be made when the patient 
requires prolonged or intermittent therapy. 


PARKE, DAVIS &€& COMPANY 
DETROIT 32, MICHIGAN 
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BRAND OF CHLORMERODRIN 


NORMAL OUTPUT OF SODIUM AND WATER 


Individualized daily dosage of NEOHYDRIN == 1 to 6 tablets a day as needed =~ 
prevents the recurrent daily sodium and water reaccumulation which may occur 
with single-dose diuretics. Arbitrary limitation of dosage or rest periods to 
forestall refractivity are unnecessary. Therapy with NEOHYDRIN need never 
be interrupted or delayed for therapeutic reasons. Because it curbs sodium 
retention by Ss succinic dehydrogenase in the kidney only, NEOHYDRIN 
does not cause side actions due to widespread enzyme inhibition 
in other organs. 


Prescribe NEOHYDRIN in bottles of 50 tablets. 
There are 18.3 mg. of 3-chloromercuri-2-methoxy- 
propylurea in each tablet. 


Leadership in diuretic research 
LAKESIDE LABORATORIES, INC-MILWAUKEE 1, WISCONSIN 
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“, .. the gastric secretion is the immediate agent of mucosal 
tissue digestion. ... Opposed to this stands the defensive factor 
. . . the two-component mucous barrier’! [the protecting layer 
of mucus and the mucosal epithelium]. 


Rotational gastroscopic views showing coating effect 1/4 hours 
after administration of Amphojel.? 


Causation — key to treatment in peptic ulcer 


Through topical action alone, AMPHOJEL 
contends with the local causes of ulcer— 
aggressive acidity coupled with impairment 
of the wall defenses. Providing a dual ap- 
proach, AMPHOJEL combines two aluminum 
hydroxide gels, one reactive, one demul- 
cent. The reactive gel combats the attack- 
ing factor in ulcer by promptly buffering 
gastric acid. The demulcent gel promotes 
healing of the denuded mucosa by forming 
a viscous, protective coagulum. 


AMPHOJEL—nonsystemic, nontoxic—pro- 
vides time-proved fundamental therapy in 
peptic ulcer. 


AMPHOJEL 


Supplied: Liquid, bottles of 12 fluidounces 


ALUMINUM HYDROXIDE GEL 


; an grain, boxes o and 1000 yell 
References: 1. Hollander, F.: Arch. Int. Med. 93:107 (Jan.) 1954 S 


2. Deutsch, E.: Scientific Exhibit, Gastroscopy, 


Clinical Meeting A.M.A., St. Louis, December, 1953 Philadelphia 2, Pa. 
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The One Filter Cigarette that 
really Tastes like a Treat. 


Here’s the first famous name brand 
to give you a filter. And when you see 
the Old Gold name on the pack, you 
know you’re getting a quality tobacco 
product. 


Rich tobacco taste—the Old Gold 
tobacco men have done it again! 
The world’s most respected tobacco 
craftsmen have created a wonderful 
new filter cigarette that reflects every 
year of their company’s nearly 200- 


: FOR THE FIRST TIME! 


FAMOUS NAME BRAND 
WITH 


Old Gol 


CIGARETTES 


year tobacco heritage. Old Gold Filter 
Kings give you true tobacco taste in 
every single puff. 


On sale now along with the other 
members of the Old Gold Family— 
new Old Gold Filter Kings sell at a 
popular filter price. Whichever kind 
of cigarette you prefer, just make sure 
it’s one of the family . . . America’s 
First Family of Cigarettes. 


True filter—true flavor— The effective 
filter that lets real flavor through. 
Pure white . . . never too loose... 


OLD GOLD 


never too tight—this easy draw filter 
makes every puff taste like a treat. 
Doctors: Today Old Gold Filter Kings 
are sold in most U. S. cities, and our 
distribution is expanding every day. 
If your city does not yet have Filter 
Kings, simply write to P. Lorillard 
Company, 119 W. 40th St., New 
York 18,N. Y.,and special arrange- 


ments will be made to make them 
available to you. 


Established 1760 oe 
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because the new coating dissolves this fost... 


Strip of timed photographs shows action of new Filmtab 
ERYTHROCIN Stearate in human gastric juice. Within 30 
* seconds, the Filmtab coating actually starts to dissolve. 

And within 45 minutes the tablet is completely dis- 


integrated. Because of this swift disintegration, 
EryTHROCIN Stearate is absorbed sooner, gives blood 
levels earlier than the enteric-coated erythromycin. 
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your patients get high blood levels in 2 hours or less 


(ERYTHROMYCIN STEARATE, ABBOTT) 


disiniegrates faster than enteric-coated erythromycin 


filmtap” Erythrocin ... for faster absorption 


New tissue-thin Filmtab coating (marketed only by Abbott) starts to 
disintegrate within 30 seconds—makes EryTurocin Stearate 
available for immediate absorption. Tests show Stearate form 
definitely protects drug from stomach arids. 


Erythrocin . . . for earlier blood levels 


because there’s no delay from an enteric coating, patients get high, 
inhibitory blood levels of ERYTHROCIN in less than 2 hours—instead 


of 4-6 as before. Peak concentration is reached at 4 hours, with 


significani levels for 8 hours. 


filmtab Erythrocin ... for your patients 


Filmtab Eryturocin Stearate is highly effective against coccic 
infections . . . and especially useful when the infecting coccus is 
resistant to other antibiotics. Low in toxicity—it’s less likely to alter 


normal intestinal flora than most other oral antibiotics. Con- 
veniently sized (100 and 200 mg.) in bottles of 25 and 100. Obbott 


412231 *TM for Abbott’s film sealed tablets, pat. applied for. 
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Mutual Fund Investing 


Many recent articles in professional magazines 
have discussed the merit of investing the “Mutual 
Fund Way” for professional people. 


The only sound approach to Mutual Fund In- 
vesting is a thorough diagnosis of over 100 avail- 
able funds, a comparative analysis of performance, 
policies, objectives, income provided and acquisi- 
tion costs. The performance and dividends of 
some funds have been outstanding—others medio- 
cre at best. 

Our Mutual Funds Research Department is a 
virtual laboratory to determine these facts impar- 
tially. As investment bankers, we can assist you in 
determining what fund, if any, we believe best for 
you. 

We suggest, before you buy any Fund from any 
source, you obtain a free veport from our Mutual 
Fund “Laboratory.” 


TO INVESTIGATE BEFORE \ 9U INVEST IS BETTER THAN AFTER. 


Call or write 


For our booklet “Understanding Mutual Funds” or other information 


ESTES COMPANY, INC. 


Investment Bankers 


112 West 7th Street 
Topeka, Kansas 


Telephone 2-7231 
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YEARS TREATING ALCOHOL 
AND DRUG ADDICTION 


In 1897 Doctor B. B. Ralph developed 
methods ot treating alcohol and narcotic addiction that, by the 


standards of the time, were conspicuous for success. 


Twenty-five years ago experience had bet- 
wala the methods. Today with the advantages of collateral medicine, 


treatment is markedly further improved. 


The Ralph Sanitarium provides personal- 
ized care in a quiet, homelike atmosphere. Dietetics, hydrotherapy 
and massage speed physical and emotional re-education. Cooperation 


with referring physicicns. Write or phone. 


RALPH 


SANITARIUM 


A Unit of the Benjamin Bur- 
roughs Ralph Foundation for 
Medical Research 


Telephone Victor 3624 


sachs HIGHLAND AVENUE @® KANSAS CITY 6, MISSOURI 
Ralph Emerson Duncen, M.D., Medical Director. 
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nks.” Your approval 


“Tha a 
ho have we say leadership 
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visite Oo eee 
conventions . - - and filter tip cigarettes! 


smoke and recommen 


NEW VICEROY GIVES SMOKERS 


FILTERS 


in every Viceroy Tip 


Only Viceroy has this new-type 
filter. Made of a non-mineral 
cellulose acetate—it gives the 
greatest filtering action possible 
without impairing flavor or im- 
peding the flow of smoke. 


Smoke is also filtered through 
Viceroy’s king-size length of rich 
costly tobaccos. Thus, Viceroy 
smokers get double the filtering 
action .. . for only a penny or two 
more than brands without filters. 


WORLD'S LARGEST-SELLING FILTER TIP CIGARETTE 


New King-Size 
Filter Tip 


VICEROY 


Filter Tip 
CIGARETTES 


KING-SIZE 
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2drops 


open airway 


in 2 minutes 


Rapid vasodilating action of Privine 
relieves nasal congestion in a minute or 
two—effect lasts for hours. ‘ 


No interference with ciliary 
activity or other mucosal function 


Isotonic, pH compatible with nasal fluids. 
No epinephrine-like excitation. 


Privine 0.05% Solution in 1-oz. 
bottles with droppers and in pints. 


Privine® hydrochloride 
(naphazoline hydrochloride CIBA) 
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BILATERAL 
ARTERIOSCLEROTIC 


ULCERATION in patient age 65. 
At start of Priscoline therapy; 
ulcer, right leg, x 
ulcer, left leg, ¥2’” x ¥2’". 

With oral Priscoline, 25 mg. four 
times daily for one week 

and 25 mg. every three hours 
thereafter, there was marked 
improvement in 2 weeks 

and healing within 6 weeks. 

No other medication given, 


HYPERTENSIVE ISCHEMIC 
ULCER of right leg in patient 

age 65. Ulceration refractory to 
treatment for 9 months, with 
patient complaining of severe pain. 
Treated with oral Priscoline, 

50 mg. four times daily for four 
days and 50 mg. every four 

hours thereafter. Healing began 


Increases blood flow to the extremities 
through a direct vasodilating effect 

on vessel wall, a sympathetic blocking 
effect, and an adrenolytic effect— 


A valuable aid in the treatment 

of peripheral ischemia and its sequelae— 
pain, loss of function, ulceration, 

gangrene, and other trophic manifestations— 


with onset of Priscoline therapy 


and was complete in 10 weeks. 


Priscoline hydrochloride available as 
PHOTOGRAPHS AND CLINICAL DATA 


25-mg. tablets (scored), bottles of 100 and 


1000; elixir, 25 mg. per 4 ml., in pints; 
10-ml. multiple-dose vials, 25 mg. per ml. ‘ ; 


Priscoline® hydrochloride (tolazoline hydrochloride c1Ba) CIBA 
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UL 


Upper Respiratory 
Tract 


THE NASAL CAVITY: 


The main functions of the nasal cavity are conditioning and exchanging air 
between the atmosphere and the lungs, as well as smelling. Gross impurities 
are removed by the fine nostril hairs, and finer impurities are enveloped in the 
mucous secretion of the intranasal lining and carried away by ciliary action. 
The air is warmed to a degree approaching body temperature and humidified. 
About 500 cc. of air are taken in during an ordinary inspiration, totaling 
12,000,000 cc. daily. 


in the common cold... when hypersecretion and mucosal swelling 
interfere with the normal aeration pattern, when abnormal mouth breathing 
is resorted to as a distress measure, relief can be obtained promptly with topi- 
cal application of Neo-Synephrine hydrochloride. This potent vasoconstrictor 
is usually well tolerated — produces practically no sting or irritation on appli- 
cation to mucous membranes — even in infants. 


NEO-SYNEPHRIN E°® 
hydnockImide 


0.25% Solution 
WINTHROP 0.5% Solution 
0.25 % Solution (Aromatic) Nasal Spray 
1% Solution Plastic, unbreakable, 
DU 0.5% Jelly leakproof squeeze bottle; 
mtmcit Gano 0.25% Emulsion delivers fine even mist. 


Neo-Synephrine (brand of phenylephrine), trademark reg. U.S. Pat. Off. 
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1 UNEXCELLED ANTIBIOTIC SPECTRUM 


‘Ilotycin’ is effective against over 80 percent of all bacterial in- 
fections; yet the bacterial balance of the intestine is not signifi- 


cantly disturbed. 

2 NOTABLY SAFE 
No allergic reactions to ‘Ilotycin’ have been reported in the 
literature. Staphylococcus enteritis, anorectal complications, 
moniliasis, and avitaminosis have not been encountered. 


3 KILLS PATHOGENS 
‘Ilotycin’ is bactericidal in generally prescribed dosages. 


4 CHEMICALLY DIFFERENT 
Virtually no gram-positive pathogens are inherently resistant to 
‘tlotycin’—even when resistant to other antibiotics. 


5 ACTS QUICKLY 
Acute infections yield rapidly. 


Available in tablets, pediatric suspension, 
and |.V. ampoules. 


Average adult dose: 200 mg. every four to 
six hours. 


APOLIS 6, INDIANA, U.S.A. 
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The Hypoprothrombinemia-Inducing Activity of 


Wartarin™ Sodium (Coumadin* Sodium) 


Shepard Shapiro, M.D. 
New York, New York 


It is possible to prevent or limit thrombosis and 
thrombo-embolism by rendering the blood hypocoag- 
ulable. To achieve this there are available two types 
of clotting inhibitors: (1) heparin and heparinoid 
substances which extend the whole blood coagulation 
and (2) bishydroxycoumarin (Dicumarol®) and 
similar agents which reduce the level or activity of 
plasma prothrombin. Heparin was introduced for 
clinical use in the middle 30’s by Swedish and 
Canadian investigators,! and the 4-hydroxycoumarin 
drug was discovered at the University of Wisconsin 
by Professor Karl Paul Link and his students in 
1939.2 This paper deals only with 4-hydroxycou- 
marin compounds. 

In the treatment of acute thrombotic disorders the 
immediate goal is to prevent extension of intravas- 
cular clotting and to avoid liberation of emboli from 
the thrombotic mass. As has been indicated, this can 
be accomplished by rendering the blood hypocoag- 
ulable, and if a 4-hydroxycoumarin drug is used a 
satisfactory clinical response can usually be achieved 
by prolonging the prothrombin time as estimated 
by the single-stage method to the range of “‘ther- 
apeutic’”” hypoprothrombinemia. 

It has been universal experience that certain dif- 
ficulties have been encountered when Dicumarol® or 
a related compound has been employed. The hy- 


* (3-(a-acetonyl benzyl)-4 hydroxycoumarin) 


Presented at the annual meeting, Kansas Medical Society, 
Topeka, Kansas, May 5, 1954. Dr. Shapiro is assistant professor 
of clinical medicine, New York University College of Medicine. 

Coumadin Sodium® was prepared by Dr. Samuel M. Gordon, 
Endo Products, Inc., Richmond Hill, New York. 
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poprothrombinemia response may be uncertain and 
irregular in onset, intensity, and duration. These 
drugs are all administered orally, and variability of 
ahsorption from the digestive tract has been a con- 
tributory factor. Because of these facts more desirable 
compounds have been sought. 

Several years ago I pointed out that a desirable 
anticoagulant should possess a high degree of ther- 
apeutic activity, be completely and promptly ab- 
sorbed, exhibit predictable response with early onset 
of effectiveness and minimum hazard of hemorrhage, 
and be without other adverse effects. 

The purpose of this paper is to describe a new and 
more dependable drug for the therapy of thrombotic 
and thromboembolic disorders. It is a 4-hydroxycou- 
marin compound which possesses the desirable char- 
acteristics described above more than any related drug 
in current use. 

After Professor Link and his co-workers isolated 
Dicumarol®, they screened many analogues for their 
hypoprothrombinemia-inducing activity. As a by- 
product of this investigation, one compound, War- 
farin (3 (a-acetonyl benzyl) -4 hydroxycoumarin) was 
recommended by Professor Link for rodent control. 
It was found that the hypoprothrombinemia observed 
in various experimental animals with a given dose 
of Warfarin was generally more reproducible than 
that induced by Dicumarol® and that it was readily 
reversed by water-soluble preparations of menadione 
and by K,. It was also noted that Warfarin exhibits 
\greater potency and earlier onset of action than 
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the parent drug. Because of these facts I made clinical 
trials with the new drug in man. 

Initial unpublished observations were dramatically 
confirmed by an accident reported by Holmes and 
Love* of a patient who took large doses of Warfarin 
in a suicide attempt on six successive days, greatly in 
excess of the therapeutic dose now employed safely 
in man. They confirmed that Warfarin was qual- 
itatively identical with Dicumarol®, that it was high- 
ly susceptible to counteraction by menadione, and that 
it caused no adverse side effects. Only bleeding fol- 
lowed the excessive dosage. 

On the basis of these data it was postulated that 
if Warfarin, which is insoluble, could be prepared in 
a form suitable for parenteral administration, it would 
be preferable to any of the drugs now in clinical 
use. A stable sodium salt of Dicumarol® cannot be 
made, and the same holds for cyclocumarol which 
cannot be converted into a sodium salt because of 
the fact that it has no free hydroxy! group. Warfarin 
was made available as the sodium salt, and Professor 
Link supplied me with this material. It possesses the 
following characteristics: 

1. It is soluble in water. 

2. It is effective intravenously, intramuscularly, or 
orally. 

3. Relatively small doses are required to induce 
therapeutic hypoprothrombinemia. 

4. Initial prolongation of prothrombir. time occurs 
earlier than after Dicumarol®, cyclocumarol, or ethyl 
biscoumacetate (Tromexan®). 

5. Its tendency to produce hemorrhage from over- 
dosage is less than with the three 4-hydroxycoumarin 
drugs mentioned above. 

6. It yields a smooth extended curve of hy- 
poprothrombinemia in contrast to ethyl biscou- 
macetate which produces frequent fluctuations in 
prothrombin time. 


4-Hydroxycoumarin Derivatives 


OH 


OH COOC Hs OH 
NCH 
! ( 2 ) 
o“o 070 070 
Ethy! hydroxy-3 coumapiny!) acetate 
Bishydroxycoumarin, USP Ethyl Biscoumacetate,NN R 
Dicumarol" "Tromexan Ethyl Acetate 
HyC_OCH, ONa 
H 
Celts CH2 
CH 
4-phenyl-2H, 5H-pyrano [3,2 a hydroxycoumarin, sodium 
[1]-benzopyran-5-one derivative) 
Cyclocumaro!,NNR “warfarin, sodium derivative” 
“Cumopyran* 


Figure 1. The relationship of Warfarin Sodium to bishydroxycou- 
marin, ethyl biscoumacetate, and cyclocumarol is illustrated in the 
above structural formulae. Warfarin Sodium is the sodium salt 
of the enol form. Stable water-soluble forms of the other 4- 
anticoagulants illustrated above cannot be pre- 
pared. 


7. Its effect upon the prothrombin time is readily 
counteracted by water-soluble menadione or by Kj. 

The aqueous solution used by me contains 75 mg. 
in 2 ml. solution, suitable for intravenous or in- 
tramuscular administration. Scored tablets for oral use 
contain 25 mg. each. Absorption is equally effective 
by the three routes of administration. I prefer in- 
travenous or intramuscular injection to initiate treat- 
ment and during the stages of active thrombosis 
or thrombo-embolism because it is then of the greatest 
importance that the blood be rendered and main- 
tained hypocoagulable. After the acute stages have 
subsided therapy can be continued satisfactorily by 
oral administration. Therapy can be instituted ef- 
fectively by mouth also, but for the reasons stated 
above injection is preferable. Dosages by all routes 
are at the same level and frequency. 

The initial dose is 1 mg. per kilogram of body 
weight. The smallest starting dose, regardless of 
weight, is 50 mg., and patients weighing more 
than 75 kilos are given 100 mg. The new drug, like 
all other related compounds, must be controlled by 
reliable and properly spaced estimations of prothrom- 
bin time. 

I prefer to administer doses by the intermittent 
method, to be described presently, regardless of the 
route used. Succeeding doses are given after the 
prothrombin time extended by the previous dose 
begins to fall from the highest point on the prothrom- 
bin curve. Subsequent doses after the first dose 
are two-thirds of the initial dose unless the prothrom- 
bin time has approximated normal, in which case the 
same dose first used is repeated. The mode of admin- 
istration after the first dose is a matter of choice 
although spaced intravenous injections may be used 
according to the intermittent dosage schema. Paren- 
teral doses may be given every four or five days, 
or the drug may be given orally with suitable at- 
tention to dose and frequency. If daily maintenance 
doses are desired, in contrast to the intermittent 
method, about 12.5 mg. per day or 25 mg. every 
other day, orally, is usually adequate to retain the 
prothrombin time of the whole plasma within the 
accepted therapeutic range of between 11/, and 2]/, 
times normal in seconds, by the single stage method. 
For intermittent oral dosage I have found 50 mg. 
every third or fourth day, depending upon the pa- 
tient’s characteristics, usually suffices. Because of 
the regularity of response after Warfarin, it is 
usually possible to forecast subsequent doses after 
the prothrombin time curve for a given individual 
has been established. 

The drug is well tolerated, and no side effects 
have been noted. Hemograms, liver function tests, 
and repeated urine analyses have revealed no ad- 
verse side reactions. As is true of all anticoagulants, 
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this drug may induce bleeding from ulcerated or 
necrotic tissues when the blood is rendered hypocoag- 
ulable. Before anticoagulants are administered, the 
clinician must satisfy himself concerning such risks. 
In general, however, experience has been that bleed- 
ing tendency, such as gross hematuria, has occurred 
less frequently with Warfarin Sodium than from 
Dicumarol®, cyclocumarol, and Tromexan®. 
Excessive hypoprothrombinemia with or without 
bleeding induced by Warfarin Sodium is highly sus- 
ceptible to correction by water-soluble menadione or 
K, emulsion. An added advantage is the fact that 
K, is effective in small dosage and (at least in the 
rare instances in which I have had to employ it) 
is not followed by the continuation of normal 
prothrombin time for many days even in spite of ad- 
ditional doses of anticoagulant. On the contrary, the 
prothrombin time promptly becomes extended after 
it recedes to normal. The importance of these 
phenomena in active thrombotic or thrombo-embolic 


disease is obvious (Figure 2). 


7) mg. Warfarin, sodium derivative, i.v. 50 mq AL. 3 
| | | Ki iv Aet. 
70 400 mq 
Dicumarol 
i= p.o. 
5 | 
50+ 
~ 
40+ 
S 
/Whole 
plasma 


Days 

Figure 2. Illustrating excessive prolongation of prothrombin 
time and response to Ki. During recovery phase after second 
dose, attempt was made to substitute Dicumarol, 400 mg. orally, 
on the 13th day. Failure or delayed absorption reflected in 
decrease in prothrombin time on 14th day, and 75 mg. Warfarin 
intravenously was given. Excessive prolongation to 67 seconds 
(normal 14 seconds) on 17th day and 50 mg. Ki (Merck) was 
administered intravenously. Fifteen hours later prothrombin time 


was 15.5 seconds followed by gradual increase to 17, 22, 25 and 
25 seconds respectively on succeeding four days. 


In the conduct of anticoagulant therapy the clin- 
ician must constantly be alert to the physiologic 
alterations inherent in the prothrombin producing 
mechanism. By virtue of this, some patients may be 
highly susceptible while others may be relatively 
resistant to the inhibitory agent. It is imperative, 
therefore, that the therapy be controlled by reliable 
estimation of prothrombin time. The high order of 
predictability of response after Warfarin following 
the establishment of the pattern of prolonged 
prothrombin time after a given dose and the regular- 
ity of this response should place the management 


of thrombotic and thrombo-embolic disorders with the 
new drug on a mote certain plane than has prevailed 
to the present. 


75 mg. Warfarin 
sodium derivative, i-v. pout 
L \ 
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Figure 3. Illustrating intermittent doses and regularity of 


response after 75 mg. Warfarin Sodium was given on Ist day 
and 8th day. Note plateau at therapeutic level after each 


dose lasting three days and selection of points on curve when 
prothrombin time estimations (6th and 7th days) can be safely 
omitted. 


The therapeutic efficacy of an anticoagulant drug is 
determined by the facility with which it renders the 
blood hypocoagulable and maintains the state of 
reduced coagulability. Since the objective of induc- 
ing hypoprothrombinemia is for its favorable in- 
fluence upon thrombosis and embolism, it is es- 
sential not only to induce adequate hypoprothrom- 
binemia initially but also to continue hypocoagulabil- 
ity for the desired period of therapy. The susceptibil- 
ity to further thrombosis in a patient who already 
has sustained a thrombotic episode can be overcome 
by inducing and continuing a state of hypocoag- 
ulability. 

While the doses given above are recommended on 
the basis of clinical experience with the drug, it 
must be borne in mind that each patient responds 
according to his own individual characteristics. For- 
tunately the majority of persons react according to 
a pattern after Warfarin, although there are some 
persons who exhibit excessive responses while others 
are relatively resistant. It is because of this that there 
must always be individualization of dosage deter- 
mined by the response pattern after the initial doses 
used. I pointed this out in the first symposium on 
Dicumarol® held in Atlantic City in 1942. This ad- 
vice is no less true today than it was at that time. 
As I see it, if this point of view had been more 
generally accepted, there would have been less cause 
for alarm from induced hemorrhage from any of 
these drugs. 
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Figure 4. Illustrating mean responses in 20, 53, and total 
73 cases respectively. Shows regularity and predictability of re- 
sponse pattern, all 3 curves being statistically practically super- 
imposable. 


Generally it is adequate for therapeutic purposes 
to prolong the prothrombin time of the whole plasma 
to between 11/4 and 21/4, times normal in seconds 
as determined by the Link-Shapiro modification of 
the Quick one-stage method. A normal of 15 seconds 
has been reliable in my hands, although a few work- 
ers prefer a normal of less than 15 seconds. In any 
event, constancy and reproducibility of the method 
employed are essential for the proper adjustment of 
dosage. 

The accepted therapeutic range stated above is not 
infallible. Why some subjects exhibit rethrombosis 
when the prothrombin time is within the accepted 
therapeutic range is a subject for conjecture. When 
such events occur the clinician must re-evaluate the 
problem in the framework of the known phenomena, 
including the technic used for estimating prothrom- 
bin time. 

It must be borne in mind that intravascular throm- 
bosis represents the culmination of the interplay of 
a number of factors which need not be identical 
in every case and in which the state of the coagulabil- 
ity of blood usually represents the common denom- 
inator. It is because of this that rendering the blood 
hypocoagulable favorably influences thrombosis and 
thrombo-embolism. However, if the activity of other 
contributory causes becomes overwhelming they might 
counterbalance the limiting effects of hypocoagulabil- 
ity and, under such conditions, it is conceivable that 


THE JOURNAL OF THE KANSAS MEDICAL SOCIETY 


the therapeutic efficacy of anticoagulants might be 
inadequate. Outstanding examples of this are cases 
of coronary artery thrombosis in which the closure 
of the vessel by dynamic obstructive sclerosis and 
spasm is so complete that anticoagulation is inad- 
equate to alter the mechanism. Similarly, the throm- 
botic complications of sickle cell disease crises can- 
not be altered by rendering the blood non-coagulable.* 

During the stages of active thrombosis or embolism 
I prefer to prolong the prothrombin time to the 
fullest therapeutic extent rather than to err on the 
side of inadequate dosage. Physiologically this is 
sound and clinically it is safe, particularly with War- 
farin Sodium because of its ready reversibility by 
Vitamin K. Experience has shown that the incidence 
of bleeding following initially induced hypoprothrom- 
binemia is relatively low as compared with that oc- 
curring when the prothrombin time has been main- 
tained within a constant therapeutic range for an 
extended period. Why this is so is a subject for 
conjecture. Just as thrombosis is a multifaceted reac- 
tion, so is bleeding after overdosage a reflection of 
a combination of changes of which hypocoagulability 
is only one. 

Another and essential element is, for want of a 
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Figure 5. Illustrating the advantage of intravenous adminis- 
tration of Coumadin Sodium versus oral Dicumarol. Inadequate 
response in the case of a referred patient receiving ‘mainte- 
nance” doses of Dicumarol. On the 7th day pulmonary’ embolism 
png ae in spite of additional Dicumarol. On the 11th day, 75 
mg. of Coumadin Sodium, given intravenously, induced a satis- 
factory therapeutic hypoprothrombinemia with cessation of em- 
boli and followed by prompt recovery. 
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better description, identified as the integrity of the 
vascular wall. That this is real and how it is in- 
fluenced can be appreciated from later remarks in 
this paper. They indicate that continued maintenance 
of hypocoagulability may impair the vascular wall 
integrity, which in turn may eventuate in hemorrhage 
whilst intermittent rise and fall of the level of coag- 
ulability permits the vascular wall to remain in a 
more normal state of integrity with avoidance of 
bleeding. 

The genesis of the intermittent method may be of 
interest as it relates observations in animals to use 
in man. Early in 1940, while visiting Professor Link 
at the University of Wisconsin, I was shown two 
groups of dogs being treated experimentally with 
Dicumarol®. One group was given the drug daily; 
the other group was given equivalent quantities at 
intermittent intervals. After a while spontaneous 
hemorrhage occurred in the first group, but no bleed- 
ing occurred in the second series of dogs although 
the prothrombin time was substantially prolonged. 
These observations in dogs, plus the experience of 
farmers who found that those cattle ingesting spoiled 
sweet clover hay every day for many days contracted 
the hemorrhagic disease but those animals who re- 
ceived feed other than sweet clover hay intermit- 
tently did not manifest the hemorrhagic disorder, 
gave me the clue to the dosage schema which I 
established when I began to use Dicumarol® in man 
in 1940. Because of the relationship of these phenom- 
ena in dogs and cattle to those in man, I designated 
this the intermittent method. The essentials of the 
intermittent method are to give a relatively large 
initial dose and subsequent smaller doses after the 
prothrombin time has begun .to recede from the 
peak prolongation of the prothrombin time from the 
previous dose. 

This schema has made it possible to anticoagulate 
very sick patients for extended periods without serious 
hemorrhagic manifestations. This is in contrast to 
the so-called maintenance method in which daily 
or almost daily doses are given to keep the prothrom- 
bin time constantly within a fixed therapeutic range. 
The incidence of bleeding by this method has been 


substantially higher than with the intermittent 
method. 

Warfarin Sodium parenterally and orally is par- 
ticularly well suited for intermittent dosage therapy 
because its effect is initiated relatively early and con- 
tinues within the accepted therapeutic range for sev- 
eral days after a single dose of therapeutic magnitude. 
The characteristics of the drug promise to simplify 
the management of thrombosis and embolism. This 
is one of the most serious problems confronting the 
clinician today since these disorders are most com- 
mon in older age group patients now occupying the 
special attention of the profession. 


SUMMARY 


The foregoing may be summarized as follows: 

1. A new hypoprothrombinemia-inducing agent 
has been described. 

2. It can be given orally and, because its sodium 
derivative is highly soluble in water, its solution is 
suitable for intravenous or intramuscular admin- 
istration. 

3. Relatively small doses of the drug provide ther- 
apeutic hypoprothrombinemia. 

4. It becomes effective earlier than the other 4- 
hydroxycoumarin anticoagulants. 

5. It exhibits a low hemorrhage-producing ten- 
dency. 

6. It causes no adverse side-effects. Only bleeding 
follows over-dosage, and this is readily corrected by 
water-soluble menadione and K,. 

7. It exhibits an almost uniformly smooth extend- 
ed curve of hypoprothrombinemia. 

8. It has a high predictability of prothrombin re- 
sponse. 

The essentials and advantages of the intermittent 
method for which Warfarin Sodium is especially 
suited have been presented. 
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Education is not merely the accumulation of facts or information. The process involves 
the assimilation of knowledge so that the learner becomes a different, a more effective, 
more useful and happier person than he would otherwise have been. 


—Abbott Kaplan 
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Gallstone Ileus 


Edward A. Scollin, M.D. 
Wichita, Kansas 


INTRODUCTION 


Gallstone ileus is of the class of rare but too often 
highly fatal and missed diagnostic entities. Any sur- 
geon or physician coping with acute abdominal cases 
in the older age patient should consider the probabil- 
ity of obstruction by gallstones in his résumé of 
pathological possibilities. 

Its history is not new; in 1890 Courvoisier re- 
ported a series of such cases, and as early as 1654 
Bartholin published a report of gallstones perforat- 
ing into the small intestines. Von Wagoner analyzed 
a series of 334 cases in 1914, and Moore estimated 
in 1925 that about 400 cases of gallstone ileus had 
been reported at that time. 


INCIDENCE 


Gallstone ileus occurs most often in the older age 
patient between the seventh and eighth decades. It 
is most frequent in women giving histories of pre- 
vieus pregnancies and/or chronic digestive disturb- 
ances suggestive of biliary pathology or dysfunction. 

A statistical incidence of gallstone ileus occurring 
in all cases of intestinal obstruction has been estab- 
lished, from a number of case study surveys, to 
range from 0.4 to 5 per cent with a figure of 1 to 
2 per cent probably being more accurate. 


MORTALITY 


From an incidence percentage gallstone ileus would 
not seem too important, but mortality statistics speak 
otherwise. A surgical entity with a reported mortality 
range of 33 to 93 per cent, where such is preventable 
by early diagnosis and early adequate treatment, be- 
comes a diagnostic possibility always to be remem- 
bered when dealing with intestinal obstruction in the 
elderly patient. Moore in 1924 found that the re- 
ported mortality of various authors ranged from 50 
to 100 per cent. The present average mortality is 
still about 50 per cent. 


PATHOGENESIS AND PATHOLOGY 


Anatomically and pathologically, obstructive gall- 
stones usually gain entrance to the intestinal tract 
initially by an abnormal communication between the 
biliary passages and the gut, such most often oc- 
curring between the gallbladder and duodenum. 


Resident in Surgery, Veterans Administration Center, Wichita, 
nsas, 


Wakefield, Vickers, and Walters! in their study of 
152 cholecysto-enteric fistulae, representing 140 from 
the literature from 1922 to 1942 and 10 cases of 
their own, found a breakdown of 101 into the duo- 
denum, 11 into the jejunum or ileum, 33 into the 
colon, and 7 into the stomach. 

Rigler, Borgman, and Noble? feel that cases pre- 
viously reported in which gallstones causing the in- 
testinal obstruction had apparently passed through 
the ampulla of Vater had actually passed into the in- 
testinal tract by way of a choledochoduodenal fistula 
near the end of the common duct. They present two 
cases in which such findings were seen at autopsy. 

The etiological origin of such abnormal biliary in- 
testinal tracts is still a matter of conjecture. Hinchey* 
feels such are resultant of obstruction of the com- 
mon duct, and paradoxically these cholecysto or chol- 
ecystodocho-enteric fistulae are thus “life-saving” in- 
cidents. Coffey and Willox* are of the opinion that 
a cholecystitis with cholelithiasis must invariably pre- 
cede the existence of a biliary intestinal tract fistula, 
causing a resultant inflammatory fixation of the gall- 
bladder or portion of the biliary tree with eventual 
erosion into the adjacent bowel. 

Fistulae arising from the biliary system do not al- 
ways connect or empty into the gut. Multiple fistulae 
have been reported both at surgery and at autopsy 
and have varied in their communication from the 
biliary tract to the bronchial tree, renal pelvis, uterus, 
ovary, bladder, and pleural and pericardial cavities. 
Open fistulous tracts may not always be demonstrable 
at surgery, having often become partially or com- 
pletely fibrosed from the time of original disease to 
the time of surgery or autopsy. 

Fortunately most gallstones entering the gut are 
subsequently passed or vomited without causing se- 
rious obstructive symptoms. Gutman® estimates that 
fewer than one-half of all gallstones that pass into 
and through the gut cause obstruction. 

Obstruction when present need not initially be on 
a mechanical basis alone. Wangensteen feels such 
may start as a paralytic or spastic ileus type caused by 
local irritation from a stone too small to block the 
gut lumen alone. Subsequently, with spastic reduction 
of the gut lumen, mechanical obstruction occurs. This 
mechanism could explain occurrence of intermittent 
obstruction in these patients ; with reduction of spasm, 
the stone passes on until it becomes impacted again at 
a more distal site. It has been generally felt, as 
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Barnard’ stated, that stones must be 21/ centimeters 
or more in diameter to cause obstruction. Reduced 
gut lumen due to adhesions or scarring resulting 
from regional enteritis, diverticulitis, or other causes 
tends to obviate this dictum. 

Obstructing gallstones have been found most fre- 
quently at the ileum. Courvoisier’s® figures of 65.4 
per cent in the ileum, 21.4 per cent in the duodenum 
or jejunum, 10 per cent at the ileocecal valve, and 
2.4 per cent at the sigmoid flexure, are fairly accurate 
when compared with figures quoted by Foss and 
Summers,® who found out of 150 cases, 59 per cent 
having stones in the terminal ileum and 3.3 per cent 
in the colon or rectum. Understandably gallstones 
can conceivably lodge and have been reported as 
lodging in ...e appendix, Meckel’s diverticulum, or 
other intestinal tract diverticula. Multiple stones may 
be present in the gut at any one time. In general it 
is felt that those stones entering the colon directly 
rarely cause obstruction and are usually passed with 
minimal or no difficulty. 

Additionally, intestinal obstruction has been re- 
ported by Mayo, Robson, and Smith!° as being due 
to volvulus caused by increased weight of the prox- 
imal loop from an accumulation of gas and fluid 
proximal to the gallstone. Rarely, although it has 
been reported by Wakefield, Vickers, and Walters, 
‘ obstruction can be caused by intussusception with the 
fixed gallstone as the point. The same authors report 
three cases of obstruction due to gallstone without 
the calculus actually being in the gut. In these cases 
the stone was lodged in the mesentery of the small 
gut, and a local abscess reaction caused subsequent 
development of intestinal obstruction. 

Pressure ulceration and necrosis of the obstruction 
site and a perforation at the point of obstruction or 
above the point of obstruction, due to excess dilata- 
tion of the proximal loop, are pathological pos- 
sibilities to be expected in the relatively late and 
often fatal cases. 

CLINICAL FEATURES 

Diagnosis of gallstone ileus is made by initially 
considering the possibility of this entity in an older 
age patient in the sixth or seventh decade presenting 
the clinical signs and symptoms of obstruction. A 
history suggestive of chronic dyspepsia or biliary 
pathology or dysfunction may or may not be elicited. 
Additionally there may be a history of previous in- 
termittent partial or complete intestinal obstructions 
with fairly rapid recovery with or without con- 
servative therapy. Dehydration, elevated nonprotein 
nitrogen, and blood chemistry imbalances are late 
findings. As with some cases of intestinal obstruc- 
tion, gas and feces may be passed distal to the 
obstruction point, and such a finding should not mis- 
lead the physician. 
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X-ray is often diagnostic if the condition is kept 
in mind. To be looked for are roentgen findings of 
a partial or complete gut obstruction or ileus accom- 
panied by the presence of gas in the biliary tract. 
Rigler, Borgman, and Noble? report gas seen in the 
biliary tree in the preoperative films in 13 out of 
14 cases of gallstone ileus. They recommend that in 
consideration of such cases an anteroposterior or 
posteroanterior film centered over the right upper 
quadrant is best for visualization of gas or contrast 
media in the biliary tract. The finding of gas in the 
biliary passages is seen in only one other condition, 
an infection of the biliary area with a gas-forming 
organism. 

Failure to visualize gas in the biliary tree even 
after repeated studies may be explained, as has been 
previously noted, by the fact that many of these bil- 
iary fistulae tend in time to close off by fibrosis. Ad- 
ditionally in the x-ray diagnostic surveys, where 
gallstones have been seen in previous films, any 
change in their positions should be sought and noted. 
Obviously x-rays will often help locate the site of 
obstruction, although distention of gut loops may be 
minimal or absent in those cases where obstruction is 
so often characteristically intermittent. 

Right and left lateral decubitus views and supine 
and upright position x-rays of the abdomen are usual- 
ly sufficient although, as noted before, close up views 
of the right upper quadrant area may be additionally 
helpful. Root!! points out that pre-x-ray prepara- 
tion with enemas or laxatives is not advisable; lax- 
atives are omitted for obvious reasons and enemas 
because confusing air or fluid shadows may be in- 
troduced, thus obstructing diagnostic efforts rather 
than aiding such. Root has suggested using, and 
has used himself in questionable cases, a thin barium 
mix either swallowed or passed by way of a Miller- 
Abbott tube for localizing the points of obstruction. 
He introduces 20 to 30 cc. of such a mixture and 
uses both fluoroscopic examination and survey films. 
By this means, outlining of non-opaque stones should 
be possible. Barium enemas have been used more 
often and more acceptably for equivalent purposes. 


DIFFERENTIAL DIAGNOSIS 


Acute gastrointestinal obstruction from any cause 
in the older age patient is to be considered in the 
differential diagnosis when the gallstone ileus patient 
is first seen. Determination of previous abdominal 
surgery will aid in ruling in or out the common 
possibility of obstruction by adhesions. Absence of a 
history of chronic weight loss and anemia would tend 
to diminish the possibility of neoplasm. Enterocolitis 
with its intermittent symptoms may often be confus- 
ing, but a febrile response and an elevated white 
count are more often presented with this condition; 
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obstruction, when such occurs, is generally progres- 
sive and of slow onset. 

Essentially a history of chronic biliary or digestive 
disturbances or a history of intermittent partial or 
complete intestinal obstruction in the older age pa- 
tient presenting symptoms of acute intestinal obstruc- 
tion, where no weight loss or anemia is noted and 
no previous abdominal surgery has been performed, 
should suggest the strong possibility of gallstone 
ileus. X-ray is diagnostic in a good percentage of 
cases. Conversely, x-ray is not infallible, as witnessed 
in the case report by Moloney!? where a preoperative 
diagnosis, made essentially by x-ray, of gallstone ileus 
proved at surgery to be a calcified obstructing fecolith 
in the appendix. In a number of cases, as with other 
abdominal pathological states, the final diagnosis 
will be made only at surgery. 


TREATMENT 


Treatment is almost always surgical. Wangensteen® 
initially advocated, on occasion, the use of suction 
and antispasmodics in the hope that the stone would 
pass spontaneously. In the patient who will not 
tolerate surgery, this may be indicated as a last re- 
sort, but of late years the feeling is that suction 
should be an adjunctive preoperative or postopera- 
tive measure only. Used as a completely therapeutic 
measure, suction can confuse the diagnosis, mask any 
subsequent perforation, and lull the patient and 
physician into a sense of false security. 

The second <ase reported here illustrates this 
point quite well. General supportive measures such as 
intravenous fluids, electrolytic replacement, etc., are 
obviously indicated as required. 

Operative excision of the obstructing stone with 
or without resection as required or indicated should 
be carried out as soon as the patient can be prepared 
to tolerate surgery. The initial incision should be over 
the point of obstruction if such is known, otherwise 
a right rectus approach can be used and extended 
as required. “Milking” the stone distally if possible 
or proximal, if proximal gut dilatation is not exces- 
sive, has been considered preferable since a more 
physiologic bowel wall for repair is secured. Coffey 
and Willoxt prefer milking the stone proximally 
about one foot from the site of obstruction and re- 
moving the impacted stone through a small longitu- 
dinal incision after isolating the bowel segment with 
rubber shod clamps. The incision is later closed trans- 
versely. Attempts to-crush the stone at surgery and 
trust to later “spontaneous passage’’ are to be def- 
initely condemned. 

Enterostomy proximal to the point of obstruction 
is rarely indicated now if a Cantor or similar type 
tube can be successfully passed. Where the obstruct- 
ing stone is in the large bowel, especially the sig- 


moid, removal of stones with immediate bowel wall 
closure or resection with primary anastomosis may be 
unwise and unsafe. In such cases a proximal or a 
transverse colostomy, where feasible, can be per- 
formed, and operative removal of the stone with or 
without resection can be carried out at a later date 
when the patient represents a better surgical risk. 

A search for one or more additional stones in 
the intestinal tract should be made; if more are 
found, they should be removed to prevent possible 
subsequent obstruction. The second case serves as an 
example of this point. X-ray or palpable evidence of 
gallstones in the gallbladder at surgery is an obvious 
indication for later cholecystectomy procedure assum- 
ing adequate biliary drainage. Essentially then, the 
main purpose surgically is to relieve obstruction the 
fastest and safest way possible. Accordingly, chol- 
ecystectomy, reparative surgery for present fistulae, 
etc., are secondary procedures to be done as needed at 
a later date. 

The question of subsequent operative closure of 
biliary intestinal fistulae is a more difficult problem. 
As previously noted, Hinchey? feels that these fistulae 
result from obstruction of the common duct and par- 
adoxically may be “‘life-saving’’ occurrences. There 
would seem to be a good deal of truth in this con- 
jecture; in a number of patients operated upon for 
gallstone ileus, the cholecysto or choledocho-enteric 
fistulous tracts were noted to have become obliterated 
by fibrosis following apparent re-establishment of ad- 
equate biliary drainage through the usual physiolog- 
ical channeis. A physiological approach, when stones 
are present in the gallbladder, would appear to be a 
cholecystectomy if adequate drainage of bile is present 
or can be obtained by surgical anastomosis. (When a 
choledocho-enteric fistula concurrently or separately 
exists, the same reasoning would apply plus the ad- 
ditional surgical procedure of closing such a fistulous 
tract.) 

Follow-up cholecystectomy has been proposed as a 
prophylactic surgical procedure in the older patient 
with cholelithiasis, with or without a previous history 
of partial or complete intestinal obstruction by gall- 
stones. This holds for cases where the patient may 
not be having or have had symptoms from the chol- 
elithiasis. 

Concerning cholecysto or choledocho-colonic fis- 
tulae, there is a difference of opinion as to further 
surgery. Wakefield, Vickers, and Walters! are of the 
belief that there is a frequent occurrence of chol- 
angitis and hepatitis, diarrhea, and weight loss in 
such patients, and accordingly such fistulae should be 
closed at the earliest possible time. Other authors 
do not agree. It would seem advisable to close such 
fistula surgically and do an associated cholecystectomy 
where cholelithiasis is present, if, as mentioned be- 
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fore, adequate biliary drainage by the normal chan- 
nels is present or can be secured by anastomotic 
surgical procedure. 


CASES 


The following are the only coded cases of gall- 
stone ileus at the Wesley Hospital, Wichita, from 
1920 to January 1, 1952. I wish to express my ap- 
preciation to Dr. L. E. Vin Zant and the late Dr. 
James S. Hibbard of Wichita for permission to 
present these cases. 

Case Number 1: Mrs. C. G., a 62-year-old house- 
wife, entered Wichita Hospital on November 19, 
1951, complaining of intermittent colicky abdominal 
pain of sudden onset for the past four days. General- 
ized abdominal bloating occurred and was followed 
by nausea and vomiting of bile stained fluid and 
undigested food particles. Previous attacks of in- 
termittent abdominal distention and colic, ssbsequent- 
ly relieved by bowel action, had been noted off 
and on since the patient was 40 years old. Severe 
heartburn, that is substernal and precordial distress, 
had been noted for the past month. 

This patient stated she had experienced indigestion 


_ Figure 1. Case 1. Admission scout film of the abdomen show- 
ing small intestinal distention with an area of calcification in 
the left lower quadrant of the abdomen. 


after eating beans, cabbage, onions, and fatty foods. 
No past history of jaundice or hematemesis was ob- 
tained. The patient is a grava V and para V. Emer- 
gency scout film of the abdomen on admission 
showed an area of calcification in the left lower 
quadrant and small intestinal distention. The patient 
stated she had had no bowel movement since the 
onset of her illness and had passed gas only with 
the aid of enemas. 

Past history and systemic review were non-con- 
tributory other than as noted. 

On the fifth day of hospitalization, she was trans- 
ferred to Wesley Hospital. Physical examination at 
that time revealed a well developed, markedly obese, 
white female in no apparent acute or chronic distress. 
Temperature was 98.4, pulse 80, and blood pressure 
100/70. The patient wore a hearing aid. The sclerae 
were clear. There was a mild systolic grade I murmur 
over the aortic area. The abdomen was noted to be 
markedly obese. Peristalsis was audible. Deep and 
rebound tenderness was elicited in the right upper 
quadrant. Laboratory work on admission revealed a 
complete blood count and urine within normal limits. 
Serology was negative. 

Course in hospital: A diagnosis of gallstone ileus 
was made. General supportive therapy was immediate- 
ly started and a Levine tube was passed and connected 
to continvous suction. The patient was taken to sur- 
gery the following morning and a right rectus in- 
cision was made. On exploration of the abdomen the 
terminal ileum was observed to be obstructed by a 
firm, round, slightly movable mass. The smal! gut 
was distended proximally. The obstructing mass was 
milked distally and the area packed off. The ileum 
was incised over the mass. A large gallstone measur- 
ing 4 x 3 x 3 cm. was removed. The bowel wall 
was inspected; no areas of necrosis or erosion were 
seen, and the ileum was closed. The abdomen was 


Figure 2. Case 1. The obstructing gallstone removed at sur- 
gery measured 4 x 3 x 3 cm. 
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closed without drainage. The postoperative course 
was essentially uneventful. Discharge was on the 10th 
postoperative day. 

On January 9, 1952, surgical procedures performed 
included exploration of the common duct, a chol- 
ecystectomy, and closure of a large fistula extending 
between the gallbladder and the duodenum. 

Case Number 2: This case represents two separate 
admissions and operations and is summarily noted 
here since it was fully reported previously by Vin 
Zant and Hibbard.1% 

This 85-year old female presented symptoms of 
obstruction of four days’ duration. X-rays showed a 
calcified shadow in the right upper quadrant and 
another calcified shadow in the left midabdominal 
area at the site of obstruction. A diagnosis of gall- 
stone ileus was made. Conservative therapy because 
of family wishes was tried for 10 days without 
success. Surgery was then performed successfully. 

About five weeks later the patient presented symp- 
toms of partial intestinal obstruction. X-rays showed 
an opacity in the left lower quadrant; no opaque 
shadow was seen in the right upper quadrant al- 
though one was so located previously on films five 
weeks previously. A diagnosis of gallstone ileus 
was made. Surgery was performed successfully. 


SUMMARY 


1. The syndrome of gallstone ileus is discussed. 
Although a relatively rare entity, its usual high 


mortality is often the result of late or missed diagno- 
sis and delayed adequate surgical’ treatment. Thus 
it is an important consideration in the differential 
diagnosis in an older patient presenting symptoms 
of acute, partial or complete intestinal obstruction. 


Clinical features are presented. 


2. Treatment of gallstone ileus is essentially and 
primarily surgical. 

3. Follow-up management of patients with ref- 
erence to any existing cholelithiasis or cholecysto or 
choledocho-entric or colonic fistulae is still a matter 
of varying opinion, although subsequent surgical 
closure of the fistulae or cholecystectomy seems in- 
dicated where adequate biliary drainage by natural 
channels or by anastomotic means is present or can be 


secured. 
4. Two case histories are presented. In each case 
the diagnosis was made pre-operatively. 
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human society. . . . 


From the beginning of our history, we have been diversified, culturally and racially. 
It has been a great human experiment which has been launched and conducted on our 
American shores and plains—perhaps the greatest and most challenging in the history of 
We have set out here to demonstrate that peoples of all racial 
strains, of al) colors, creeds and cultures, of widely varying background, can be ac- 
cepted as equals, can learn to live and work and play together and become a firm unity 
by the force and attraction of noble ideals mutually shared—the dignity and worth 
of the individual, the equality of all men and the conception of the state as the democratic 
expression and the servant of free men and women. 


—Ral ph J. Bunche 
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Hypersplenism Associated with Leukemia 


Lee Duncan Hanes, M.D. 


Kansas City, Missouri 


One of the hematologic complications in patients 
with leukemia and leukosarcoma which has received 
increasing attention over the past several years is 
hypersplenism. The spleen normally exerts control 
over the number of circulating blood cells by certain 
inhibitory or destructive mechanisms. Anatomic en- 
largement of the spleen, whatever the etiology, often 
results in a physiologic hyperfunction. 

Secondary hypersplenism may manifest itself in the 
form of a hemolytic anemia, produce selective cytope- 
nias such as neutropenia, anemia, thrombocytopenia, 
or any combination including pancytopenia, which 
is a reduction in all the cellular elements of the 
blood, and may be the mechanism in “aleukemic” 
phases sometimes seen in leukemia. The bone mar- 
row shows hyperplasia for the element deficient in 
the peripheral blood. . 

Little is known of the etiologic stimulus except the 
constant existence of splenomegaly. The exact mech- 
anism is controversial and has been the subject of 
much investigation. 

Doan!3 and his co-workers have for years leaned 
toward the theory of hypersequestration by the 
spleen of the deficient blood element or elements, 
while Dameshek# and his associates have championed 
a humoral hypothesis with the spleen elaborating a 
substance which inhibits the proper maturation or re- 
lease from the marrow of the deficient blood ele- 
ments. 

The syndrome which presents the greatest clinical 
problem and that which has been most extensively in- 
vestigated is acquired hemolytic anemia related to 


splenic hyperfunction. 
ETIOLOGY AND PATHOGENESIS 


In secondary acquired hemolytic anemia, though 
the immunologic mechanism is obscure, all the classic 
actions of cell antibodies in vitro have been demon- 
strated. 

Boorman et al.> first demonstrated that the im- 
mune serum prepared by Coombs, Mourant, and 
Race® by the injection of human serum into rabbits 
could be used to distinguish certain types of acquired 
hemolytic jaundice from congenital hemolytic jaun- 
dice. They presumed that the agglutination of red 
cells which occurred was a physical manifestation of 
The author was graduated from the University of Kansas 


School of Medicine in 1954 and is now interning at St. 
Luke’s Hospital, Kansas City, Missouri. 


697 


the union of the globulin or other substance on the 
surface of the red cell with the antibody in the test 
serum. In most cases of immunohemolytic disease the 
Coombs test is positive, indicating the presence of 
“coating” antibodies.*5 

In many cases the serum contains free incomplete 
agglutinins of the warm or cold type,*! sometimes 
active in saline but more frequently active in al- 
bumin’ or against trypsin treated red cells.8 Trypsin- 
izing red cells involves destruction of the surface 
antigens of the cell with consequent uncovering of 
deeper structures with antigenic properties. Dodd® 
believes that similarily injured red cells as modified 
cell antigens may play a large part in hemolytic ane- 
mia by initiating auto immunization with production 
of antibodies with duel specificity for normal and 
abnormal cells. 

A hemolysin is demonstrable in a few cases of 
acquired hemolytic anemia.‘° Methods have been 
described by which red cell antibodies can be dem- 
onstrated to render cells susceptible to phagocytosis, 
the opsonic effect.11 

Administration of small quantities of hemolytic 
serum in a single injection is sufficient to cause a 
progressive, fatal hemolytic anemia in the guinea pig 
with the formation of incomplete auto antibodies, 
which can be demonstrated in vivo as agglutinins and 
which possess hemolysing properties.1* 

The actual destruction of these “sensitized” red 
cells probably takes place in several ways. Intravas- 
cular hemolysis is apparently one of the mechanisms, 
particularly when free auto or isohemolysins are 
present in the serum. It has been noted in experiment- 
al hemolytic anemia in animals that antibodies de- 
stroy more red cells in vivo than in vitro.1° After 
injection of anti red cell serum into an animal a 
biphasic reaction occurs. The first phase is one of 
rapid hemolysis, probably caused directly by ambocep- 
tor and complement in the blood. This is followed 
by a prolonged hemolysis which goes on for sev- 
eral days, generally destroying a larger number of 
cells and caused by other means, probably a slow 
mechanical destruction of sensitized cells.13 

Abnormal red cell antibodies are usually de- 
monstrable as agglutinins. Observations in experimen- 
tal hemolytic anemia! and from direct observation 
of circulating blood in patients indicates that intra- 
vascular agglutination of red cells very probably takes 
place in immunohemolytic disorders in man. Ag- 
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glutinated red cells are more susceptible to trauma, 
and, according to Castle, Ham, and Shen, the ag- 
glutination also brings about hemolysis via erythrosta- 
sis with release of injurious substances from autolyz- 
ing tissues adjacent to stagnating red cells, blocking 
small blood vessels. 

Hemolysis resulting from the more frequently 
found “coating” antibodies can best be explained on 
the basis that the red cells are in some way dam- 
aged and thus rendered more susceptible to lysis 
and phagocytosis. Erythrophagocytosis has been de- 
scribed in acquired hemolytic anemia in the spleen 
and other tissues.1? The ability of the splenic mac- 
rophages to ingest the sensitized or antibody coated 
cells but not the normal ones was demonstrated by 
Brandt et al.16 Erythrophagocytosis cannot explain 
the spherocytosis seen in vivo but not in vitro, which 
may be explained by the sequestering of coated red 
cells in the spleen and other organs.!7 Neither can 
the hemoglobinemia frequently found in immu- 
nohemolytic disorders be explained by phagocytosis 
alone. 

Although the spleen plays an important part in 
these syndromes, it is obvious from the results of 
splenectomy that the role of the spleen varies from 
case to case. Effects range from complete cure to no 
change. The antibody titer may decrease rapidly or 
remain high, even though splenectomy has been of 
good clinical effect.1* It seems evident that in at least 
some cases abnormal antibodies are produced by the 
spleen. 

Wright et al.7 found higher antibody titers in the 
splenic blood than in the peripheral blood. Wagley 
et al.1® incubated normal red cells with spleen tissue 
from patients with acquired hemolytic anemia and 
found the incubated cells to be heavily coated with 
an agglutinating substance. In other cases, particularly 
where splenectomy causes clinical improvements but 
no fall in antibody titer, it would appear that red 
cells altered by antibodies produced elsewhere are 
retained in the spleen and destroyed in some man- 
ner.!7 Failure of splenectomy may be attributed to 
the fact that other parts of the reticuloendothelial 
system may be involved in these processes.15 


CLINICAL PICTURE AND DIAGNOSIS 


In hemolytic disease there is increased destruction 
of red blood cells in the peripheral blood. Anemia 
occurs when the rate of destruction exceeds the com- 
pensatory capacity of the marrow to replace the cells 
as they are being destroyed. Normally when the red 
cell has reached the end of its life span it is broken 
down in the reticuloendothelial system, and _partic- 
ularly the spleen, into a hemoglobin and a pigment 
portion. The iron and protein portions of hemoglo- 
bin are retained within the body while the pigment 


portion is freed into the blood stream as the normal 
serum bilirubin. The bilirubin passes via the liver 
into the gastrointestinal tract where it is reduced 
and excreted as fecal urobilinogen. A portion of the 
latter is reabsorbed into the blood stream and re- 
excreted via the kidney as the normal urinary urobil- 
inogen. 

In hemolytic anemia more red cells are destroyed, 
resulting in a greater liberation of bile pigment into 
the blood stream, an elevated serum bilirubin, and 
possibly a jaundiced patient. More pigment is ex- 
creted via the liver into the gastrointestinal tract, the 
excretion resulting in an increased fecal urobilinogen, 
and concomitantly more of this is reabsorbed into 
the blood stream to be excreted via the kidneys as 
an increased urinary urobilinogen. 

With excessive hemolysis, therefore, we find ev- 
idence of increased hyperplasia involving the eryth- 
ropoietic elements in the bone marrow, liberation of 
red blood cells into the peripheral blood with retic- 
ulocyte counts as high as 50 per cent, and breakdown 
of the normal marrow barriers so that younger nu- 
cleated red cells may appear in the peripheral blood. 

On the other hand, we expect to find evidences 
of increased blood destruction with elevated indirect 
plasma bilirubin, increased fecal and urinary urobilin- 
ogen, spherocytosis with increased fragility of the red 
cell, and anemia. The serum bilirubin may be normal, 
but fecal urobilinogen is always elevated. 

An important characteristic of hemolytic anemia 
is the rapid destruction of transfused red cells in the 
patient’s circulation. Loutit and Mollison,?° employ- 
ing the Ashby technique, noted that normal red cells 
became Coombs’ positive and disappeared in 10 to 40 
days from the recipient’s circulation in contrast to a 
normal life span of 120 days, which has been sub- 
stantiated by studying cells tagged with radioactive 
ch:amate.22 The need for large amounts of blood 
to muimtain hemoglobin and red cell count without 
obvious blood loss points to a hemolytic process. 

In acquired hemolytic anemia the most common 
immunologic finding is a positive antihuman globulin 
(Coombs’) test, though it may be negative?® and has 
on occasion been found positive in certain congenital 
hemolytic syndromes.” The indirect Coombs’ reaction 
may be positive when other methods have failed. 
The serum of these patients usually contains a panag- 
glutinin capable of reacting with cells of their own 
blood group or normal human group 0 cells, which 
can be demonstrated by testing in several media at 
various temperatures. 

Erythrocytes treated with trypsin or papain’ may 
be used to detect abnormal antibodies. Failure to de- 
tect antibodies may be due in some cases to the 
presence of large amounts of cold precipitable cry- 
oglobulin.23 Another manifestation of a heightened 
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capacity to form antibodies is the frequent occurence 
of biologically false positive tests for syphilis. Het- 
erophile antibody is sometimes produced.** 

A factor of some diagnostic and therapeutic import 
is the difficulty often encountered in correctly typing 
the patient’s blood. Because of the marked tendency 
to auto agglutination, the patient may be incorrectiy 
typed as AB Rh positive. If any suspicion exists, 
the red cells should be thoroughly washed with saline 
and typed at 37°C.5? 


THERAPY 


1. Transfusions: In hemolytic anemia the effect of 
transfusion is short and the added difficulty of precip- 
itating hemolytic crises is introduced, which will re- 
sult in a lower rather than increased red count.*9 In 
many cases even frequent transfusions are inad- 
equate. Transfusions are primarily useful when given 
in conjunction with steroid therapy or splenectomy. 

2. ACTH and Cortisone: Since these syndromes 
are apparently due to adverse antibody reaction, the 
trial of corticotropin and cortisone, known to exert 
a beneficial effect on diseases of hypersensitive causa- 
tion, was rational. Dameshek?* and Gardner?> were 
the first to report favorable results in treatment of 
acquired hemolytic anemia with ACTH. These hor- 
mones may decrease the severity of blood destruction, 
with a rise in hemoglobin, erythrocyte count, and 
hematocrit and a decrease in serum bilirubin and 
fecal urobilinogen levels. A positive Coombs’ test 
may or may not become negative.?* More often there 
is a marked drop in titer of hemolysins and iso-ag- 
glutinins.** 7 In some instances the disease is ar- 
rested or can be kept under control for months.%% 
However, in most cases, remissions can be maintained 
only with continued therapy.**. 44 

Dameshek postulated that ACTH may alter the 
milieu of the red cell, to suppress antibody produc- 
tion or adsorption of hemolytic proteins on the cell 
surface and thus prevent hemolysis. However, with 
hemolytic anemia caused with phenylhydrazine, there 
is no question of immune bodies or adsorption of 
proteins; yet ACTH and cortisone significantly al- 
leviate anemia caused by this chemical in adrenalec- 
tomized rats.36 Bethel et al.41 suggest that they 
modify splenic dysfunction. Gardner*® found a de- 
crease of mechanical and osmotic red cell fragility in 
some instances after administration of ACTH. Gar- 
cia®8 believes that ACTH primarily increases produc- 
tion and delivery of red cells to peripheral blood. 

Cortisone seems to be as effective as ACTH.3 
Most patients treated with transfusions when needed 
and cortisone, 100 to 200 mg. daily, show some im- 
provement in 7 to 14 days,°? but the degree and 
length of response is unpredictable, and continued 
steroid therapy is usually necessary to maintain re- 
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sults.42 Smaller doses may be effective for mainte- 
nance. A restricted intake of sodium, the addition of 
potassium salts, and the administration of testosterone 
to offset negative nitrogen balance must be con- 
sidered in long term steroid therapy. 

3. Splenectomy: Splenectomy in leukemia «and 
leukosarcoma has been reevaluated in the past 10 to 
15 years. Until 1940 results were poor and mortality 
rate high, since it was frequently performed empir- 
ically as treatment of the fundamental malignant 
process which is unaltered by splenectomy. Bryant 
(1866) was the first to report removing the spleen 
for leukemia. Billroth (1866) and Kocher (1888) 
were the first to perform spletiectomy for leukosar- 
coma of the spleen. Mayo, reporting 60 cases of 
splenectomy in leukemia and leukosarcoma (1928), 
considered splenectomy to be palliative and indi- 
cated in young patients. 

A more rational approach was initiated by Ferrata 
and Fieschi#? in 1939, recognizing the clinical and 
hematologic manifestations of hypersplenism as the 
indication for splenectomy. Since 1940 many reports 
of small series of cases have been published, indi- 
cating that the operation is of value when performed 
for relief of a co-existing hypersplenism.?® 33, 39, 40 
Good results have been obtained in the majority of 
cases where presence of hemolytic anemia and hyper- 
splenism, thrombocytopenia or pancytopenia was the 
criterion. Only in cases in which great discomfort 
results from an extremely large spleen is splenomega- 
ly without hypersplenism an indication for splenec- 
tomy. 

The largest series of cases was reported by Fischer, 
Welch, and Dameshek*? in March 1952. Splenectomy 
was performed on 18 patients with leukemia and 
leukosarcoma, using these criteria. In 8 patients the 
hemolytic anemia or cytopenic disturbance was con- 
trolled from 1 to 5 years. Three received benefit for 
3 months. Three patients received no benefit. 

For best results, the bone marrow should be hy- 
perplastic, and the finding of a markedly diminished 
number of megakaryocytes or nucleated red cells in 
the bone marrow represents a contraindication to 
splenectomy.**; 46 

Splenic puncture may be helpful in some cases to 
rule out extra-medullary hematopoiesis. A trial with 
ACTH or cortisone before splenectomy is indicated.*4 

Results of splenectomy are not predictable, but in 
the majority of cases remissions are produced with 
a mortality rate from operation only slightly higher 
than that for splenectomy in more favorable situa- 
tions, in spite.of the serious condition of many of 
these patients. Since management is difficult and 
prognosis poor in many cases without splenectomy, 
the operation is definitely a useful measure and prob- 
ably should be done more frequently in selected cases. 
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CASE NO. 1 
UNIVERSITY OF KANSAS MEDICAL CENTER 


An 80-year-old housewife was first seen on De- 
cember 27, 1953. She complained of progressive 
weakness and easy fatigability for 2 months follow- 
ing intestinal flu. General health had been good ex- 
cept for bronchial asthma of 30 to 40 years’ dura- 
tion. She had had no attacks during the preceding 
two or three years. Two years before admission she 
had an attack of arthritis involving knees and ankles, 
completely relieved with cortisone. She had bruised 
easily all of her life. Various hematinics had been 
tried without improvement. Her skin was pale, and 
there were numerous ecchymoses on both hands and 
forearms. There was no lymphadenopathy. Sclerae 
were slightly icteric, and fundi showed grade 3 arterio- 
sclerotic changes. The heart was somewhat enlarged, 
and there was a grade 2 aortic systolic murmur and a 
gtade 3 apical harsh systolic murmur. Abdomen was 
obese, and the tip of the spleen could be palpated 
far laterally. 

Laboratory work on admission gave the following 
results. Urine showed a trace of albumen. Blood 
chemistry and electrolytes were within normal limits, 
as were findings on the kidney, ureter, and bladder 
examination. Electrocardiograms showed left axis 
deviation. A chest x-ray revealed an enlarged heart 
with suggestive evidence of substernal thyroid. Sedi- 
mentation rate was 45 in 35 minutes. Gastric analysis 
was normal. A hemogram showed a red cell count of 
1,680,000 with marked anisocytosis and macrocytosis, 
an occasicnal spherocyte, and 1 nucleated red cell 
per 100 white blood count. Hemoglobin was 5.9 
grams or 37 per cent, hematocrit 46 per cent, reticu- 
locytes 48.4 per cent with 242,000 platelets, white 
blood count 27,150 with 77 per cent lymphocytes, 22 
per cent polymorphonuclear leucocytes, and 1 per 
cent monocytes. Indirect serum bilirubin was 2.6 mg. 
per cent, direct 0.4 mg. per cent. Urinary urobilino- 
gen was 2.6 mg., fecal urobilinogen 348 mg. Pro- 
thrombin time was 75 per cent of normal. Red cell 
fragility test was slightly increased. Direct Coombs’ 
reaction was 4 plus. 

Bone marrow study showed erythroid hyperplasia 
and lymphocytic infiltration with cells of chronic 
lymphatic leukemia. Megakaryocytes were observed 
scattered throughout. 

A diagnosis of chronic lymphatic leukemia and 
hemolytic anemia was made. 

The patient was given three blood transfusions and 
then was started on cortisone, 100 mg. daily. Six days 
later, following two more transfusions, her red count 
was 3,550,000 with hemoglobin 11.8 grams (76 per 
cent), reticulocytes 21.4 per cent. The Coombs’ test 
remained 4 plus, serum bilirubin decreased to 1.4 


indirect and 0.2 mg. direct, urinary urobilinogen fell 
to 0.7 mg., and hemoglobin was sustained at 11.8 
grams at the end of the one week. However, fecal 
urobilinogen was 728 mg. 

This patient was obviously icteric, with increased 
serum bilirubin and red cells hemolyzing at a terrific 
rate, as indicated by the elevated reticulocyte count, 
and high urinary and fecal urobilinogen, yet she 
managed to maintain her count fairly well, presuma- 
bly due to intensive compensatory hyperplasia. 
Though the reticulocyte count, serum and urinary 
urobilinogen steadily decreased, fecal urobilinogen 
remained elevated and the Coombs’ test continued 
strongly positive in spite of cortisone therapy. She 
was discharged on 100 mg. of cortisone daily. 

Cortisone was decreased to 75 mg. per day on 
February 15, 1954, and on February 22 she. was 
given 3.5 mc. of Po orally. She continued to feel 
well, but the Coombs’ test remained 4 plus, reticu- 
locyte count ranged from 18 to 35 per cent, and 
hemoglobin gradually dropped to 9.3 grams (60 per 
cent) with a red count of 2,650,000. 

She was admitted to the hospital on April 1, 1954, 
for transfusions and evaluation. Reticulocyte count 
was 22.8 per cent, nonprotein nitrogen 45, serum 
bilirubin indirect 1.5, fecal urobilinogen 453 mg., 
and urinary urobilinogen 5.7 mg. Because of her ad- 
vanced age and arteriosclerotic heart disease with 
calcific-aortic stenosis, constituting a surgical risk, the 
advisability of splenectomy was debated. It was con- 
cluded that the hemolytic process could be controlled 
for some time with cortisone and transfusions. A 
blood transfusion of 1,000 cc. was given, and corti- 
sone was increased to 100 mg. daily. 

On April 12, 1954, her hemoglobin was 10.8 
grams (70 per cent), red count 3,140,000, reticulo- 
cytes 16.6 per cent, Coombs’ test 4 plus. It was felt 
that splenectomy was not indicated in view of the 
relative contraindications to surgery and fairly good 
response to treatment. 


CASE NO. 2 
VA HOSPITAL, KANSAS CITY, MISSOURI 


A 58-year-old man was first found to have chronic 
lymphatic leukemia in February of 1947. He com- 
plained of weakness and fatigue of one year’s dura- 
tion. His leukemia was adequately controlled and 
normal red count was maintained with intermittent 
courses of x-ray until August of 1952, when his red 
count began to drop. On November 14, 1952, his 
red count was 1,720,000, hemoglobin 5.5 grams (34 
per cent), hematocrit 19 per cent, platelets 112,000, 
white blood count 18,300 with 62 per cent lympho- 
cytes, 1 per cent monocytes, and 1 per cent eosino- 
philes. 
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He had become increasingly weak. Physical exam- 
ination showed generalized lymphadenopathy. There 
was an occasional rale in the right lung base. The 
liver was palpable one finer below the right costal 
margin. The spleen extended 4 or 5 fingers below 
the left costal margin and was not tender. A right 


direct inguinal hernia and bilateral hydrocele were . 


present. 

Urinalysis showed 10 to 12 white blood cells per 
high power field. Bleeding time, clotting time, and 
red cell fragility were normal. Serum bilirubin indirect 
was 1.5 mg., direct, 0. Quantitative serology was 4 
Kahn units with a negative complement fixation. 
X-rays of the chest showed infiltration of the right 
apex and an elongated tortuous aorta with calcifica- 
tions in the knob. Bone marrow studies showed 
hyperplasia of the erythroid series with mild lympho- 
cytic infiltration. 

On December 5, 1952, after seven transfusions, 
red count was 3,050,000, hemoglobin 10 grams. He 
was discharged on hematinics. 

The patient was readmitted on December 24, 1952, 
because of increasing anemia, weakness, and anorexia. 
Physical findings were essentially the same as before 
except that the spleen at this time was below the 
umbilicus and there was 2 plus pedal edema. 

Laboratory studies showed a red count of 2,400,- 
000, hemoglobin 7.5 grams, hematocrit 23 per cent, 
white blood count 7,800 with lymphocytes 56 per 
cent, indirect bilirubin 1.9 mg. per cent. Secondary 
hypersplenism with hemolytic anemia was suspected 
although the Coombs’ test was negative. 

He was started on cortisone, 50 mg. every 6 hours, 
and was given 14 transfusions over 36 days. Red 
count rose to 5,260,000, hemoglobin 14.5 grams, 
white blood count 27,800 with 77 per cent lympho- 
cytes. Appetite and strength improved. Cortisone 
dosage was gradually decreased to 25 mg. daily with 
maintenance of red count. He was discharged Janu- 
ary 31, 1953. 

He was again admitted on March 7, 1953, with an 
upper respiratory infection and temperature of 102 
degrees. In addition to the previous physical findings, 
there was a pale icteric tint to the sclerae and the 
skin. 

Red count on admission was 1,320,000, hemo- 
globin 4 grams, platelets 74,000, white blood count 
15,000 with 76 per cent lymphocytes. Serum biliru- 
bin was elevated to 3.1 mg. per cent, all indirect. 
Urinary urobilinogen was 3 Ehrlich units, and pro- 
thrombin time was 45 per cent of normal. Bone mar- 
row showed a definite increase in lymphocytic infil- 
tration but an adequate number of erythroid and mye- 
loid elements. Six transfusions were given. 

The febrile illness responded to antibiotics. On 
Match 14, with the red count 3,800,000, hemoglobin 


9.6 grams (62 per cent), cortisone dosage was in- 
creased to 200 mg. daily. Cortisone was slowly re- 
duced to 100 mg. daily by April 3, with sustained red 
cell counts at 4,000,000, hemoglobin 10.6 grams. 
One transfusion was given on April 17, with increase 
in red count to 4,350,000, hemoglobin 10.8 grams. 
Cortisone dosage was reduced to 50 mg. daily with 
a slow steady drop in red cells to 3,200,000 by May 
19. On June 1, red count was 2,100,000, in spite of 
the fact that 3,500 cc. of blood had been given over 
this period. Cortisone dosage was then increased to 
200 mg. daily (June 6), reduced to 150 mg. daily on 
June 14, and to 100 mg. daily on June 25. A total of 
5,000 cc. of blood was given from June 3 to June 28 
with no remission in the hemolytic process. 

Since control of the hemolytic anemia with corti- 
sone and transfusions was a staggering problem, 
splenectomy was planned in the hope that some re- 
duction in the number of transfusions and amount 
of cortisone required by the patient would be ef- 
fected. 

On July 13 red cell count was 3,530,000, hemo- 
globin 10.0 grams, hematocrit 33 per cent, platelets 
92,000, and reticulocytes 15 per cent. Splenectomy 
was done on July 15 with removal of a 1,500-gram 
spleen and two small accessory spleens. At the time 
of operation 1,000 cc. of blood was given. 

Improvement was rapid and spectacular after 
splenectomy. Red cell count had increased to 4,590,- 
000 by July 20, hemoglobin was 13.8 grams (90 per 
cent), hematocrit 44 per cent, platelets 180,000, 
reticulocytes 2.9 per cent. Cortisone was discontinued. 
The patient was discharged on August 12 with 
marked clinical and hematologic improvement. He 
was seen again on November 3, at which time the 
red cell count was 3,920,000, hemoglobin 12 grams 
(72 per cent), platelets 190,000, white blood count 
14,200 with 81 per cent lymphocytes, and reticulo- 
cytes 0.7 per cent. A hematinic was prescribed. The 
patient’s count continued to drop, and on December 
29 it was 2,030,000, hemoglobin 8 grams (48 per 
cent), reticulocytes 5.6 per cent, and fecal urobilino- 
gen 115 mg. At that time 1,000 cc. of blood was 
given. 

On January 28, 1954, his hemoglobin was 6.4 
grams (38 per cent), serum bilirubin indirect 4.5 
mg. Cortisone, 75 mg. per day, was started, and some 
improvement in the blood picture was noted by 
February 19. However, his hemolytic anemia seemed 
to be recurring. Cortisone was increased to 100 mg. 
per day, and 500 cc. of blood was given. On March 
22 hemoglobin was 14 grams and Coombs’ test was 
positive for the first time. 

He felt well until April 4, when he was admitted 
with pain in the right chest, temperature of 103 de- 
grees, and x-ray signs of pneumonia involving the 
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right upper lobe. He was treated with antibiotics. 
Surprisingly enough, his hemoglobin, which was 11.1 
grams on admission, increased to 13.6 grams by April 
20, with a red count of 4,500,000. At that time his 
lungs were clear, he was afebrile, and he was feeling 
fine. 

This patient presents a difficult problem in manage- 
ment. His hemolytic anemia appeared 5 years after 
the diagnosis of chronic lymphatic leukemia. He rap- 
idly reached the point where the number of trans- 
fusions required to maintain his red cell count was 
prohibitive, and only continued administration of 
extremely large doses of cortisone was at all effective. 
Splenectomy gave him at least a nine months’ remis- 
sion, and the possibility of continued control appears 
encouraging. 

SUMMARY 


Patients with leukemia and leukosarcoma may at 
any time during the disease process develop a syn- 
drome of hemolytic anemia or cytopenia related to the 
splenomegaly accompanying these clinical states as a 
secondary or symptomatic hypersplenism. 

Incomplete auto antibodies of many types have 
been demonstrated in patients with acquired hemo- 
lytic anemia. Actual destruction of antibody sensi- 
tized red cells has been found to be by intravascular 
hemolysis, intravascular agglutination, with mechani- 
cal trauma and lytic action on the vulnerable red cell 
clumps, sensitization by antibody with subsequent 
sequestration and hemolysis or phagocytosis in spleen 
and other organs. 

Clinical findings in secondary hemolytic anemia, 
in addition to those of the primary disease, are indi- 
cations of increased red cell production and simul- 
taneous excessive destruction. There is a rapid break- 
down of transfused red cells. The direct or indirect 
Coombs’ test, and reaction with trypsin treated red 
cells or normal Group O red cells under certain con- 
ditions may demonstrate iso-antibodies. 

Transfusions are useful in most cases, but transfu- 
sion alone is of limited value. ACTH and cortisone 
have been used with favorable results, but response 
is uncertain and unsustained in most cases, and con- 
tinued steroid therapy is usually necessary to main- 
tain remission. Since 1940, good results have been 
reported in the majority of cases following splenecto- 
my, when hypersplenism is the criterion for operation. 
Bone marrow hyperplasia is a prerequisite, and a 
trial with ACTH or cortisone before splenectomy is 


_ indicated. 


Two cases are presented to illustrate problems en- 
countered in this hematologic complication of leuke- 
mia and leukosarcoma. 
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Arrhenoblastoma 


G. E. Kassebaum, M.D. 
El Dorado, Kansas 


Arrhenoblastoma of the ovary presents one of 
the dramas of medicine, and its apparent rarity leads 
us to report two cases which occurred in our relative- 
ly small hospital within a period of 10 years. 
G. Barzilai! reported 50 cases on record up to 1949. 
C. Y. Thomas et al.? reported 121 cases up to 1951. 

There has been much confusion in the nomencla- 
ture of this tumor, i.e. adenoma tubulare carcino- 
matosum, fibroblastic sarcoma of ovotestis, carcinoma, 
and endothelioma. The most generally accepted name 
now is arrhenoblastoma, so designated by R. Meyer, 
who first identified the varied patterns of this tumor 
as belonging to a special oncologic group. 

Histogenesis of arrhenoblastoma is still unsettled. 
R. Meyer’s theory, probably the most accepted, sug- 
gests that the early development of the ovary is 
identical with the testis. In the later stages of female 
differentiation, certain elements of male differentiat- 
ing potency may be left in the medullary portion 
of the ovary. Another theory is that arrhenoblastoma 
always arises in an ovotestis and is based on actual 
observation of one case (Barzilai). Others feel that 
the tumor arises from. remnants of the rete testis. 

Arrhenoblastomata occur in very young as well as 
in old patients, perhaps most commonly in the 20- 
to 30-year group. Our younger was 14 years of age 
and the older 56. Meyer reported one at 60 years. 

The tumor is usually unilateral. It may retain the 
shape of the ovary or be rounded, lobular, or smooth. 
The outer surface is bluish or yellowish in color. 
The size varies from that of a pea to a large grape- 
fruit, and the tumor may entirely replace the ovarian 
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tissue. Mostly solid, the tumor may contain small 
cysts filled with serous or bloody fluid. Small tumors 
are usually hard and the larger ones soft, due to 
necrosis and hemorrhage. On cut surface the tumor 
shows mottled areas of bluish-purplish-yellowish 
hues. The tumor does not adhere readily to adjacent 
structures. Coincident atrophy of the uterus and op- 
posite ovary is usually present. Extension to other 
parts of genital organs or peritoneum is rare, except 
in some malignant cases. 

The microscopic picture is usually polymorphocel- 
lular. The following cellular structure may appear 
in varied combinations: 

1. Spindle shaped or rounded cells resembling 
early undifferentiated cell type of the early mesen- 
chymal core of the gonads. 

2. Large spherical cells resembling granulosa cells. 

3. Cuboid or low columnar cells resembling Ser- 
toli’s cells of the male gonad. Neither sperm cells nor 
any of their progenitors have been found. 

Arrthenoblastoma is a hormonally active tumor. 
This is proved by the marked signs of virilization 
which regress after its removal and reappear if the 
tumor recurs. Symptoms due to its hormonal activity 
give the tumor its distinctive position among ovarian 
neoplasms. 

The first changes to appear are always those of 
de-feminization: cessation of menses, sterility, and 
flattening and atrophy of breasts. Later follow the 
masculinizing signs. The figure loses its normal fe- 
male curves and assumes the more angular male 
conformation. Masculine hair distribution develops 
over the body and on the face. In progressive cases, 
a true beard and baldness have been known to occur. 
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Acne is frequently present. The expression of the 
face becomes masculine. The voice becomes deep and 
coarse. The ligaments and cartilages of the larynx 
appear enlarged. The clitoris hypertrophies but the 
sexual impulse remains feminine. 

Almost all signs and symptoms disappear after 
the removal of the tumor and usually do so in the 
order of appearance. Changes in the larynx and 
clitoris are usually irreversible. 

Arrhenoblastoma is classified as a malignant tumor 
but is far less so than other epithelial tumors. Simple 
surgical removal usually effects a cure. If, however, 
symptoms do not regress following surgical extirpa- 
tion of the tumor, metastasis has probably occurred 
and the outlook is grave. Irradiation should be car- 
ried out in all cases where pathologic study suggests 
marked malignancy. 

CASE REPORTS 

Mrs. K. H., 56, nullipara, was admitted July 1, 
1942, complaining of a bearing down sensation in 
the pelvis and perineum. Her menstrual life had 
been regular and had ceased eight years before. She 
reported, however, that four months earlier she had 
menstruated for several days, an occurrence which 
was repeated twice later. Hirsutism of face and 
abdomen was markedly increased, and some huskiness 
of the voice was noted. 

The pathological report following dilatation and 
curettage indicated low grade carcinoma of the fun- 
dus. She was given x-ray therapy on July 2, 1942, 
followed by a total hysterectomy, including tubes and 
ovaries. The left ovary, the size of an apple, was 
found to be hard and nodular; the right ovary was 
atrophied; the fundus was small with multiple cal- 
cified nodules; the cervix was normal. The patho- 
logical report was arrhenoblastoma, left ovary. 

Miss B. B., 14, nullipara, was admitted February 
13, 1952. Although she may have been a little early 
in maturing, she showed normal physical develop- 
ment. Menses, beginning at 11 years, had been nor- 
mal until six months previously, when amenorrhea 
began, with light spotting at times. Three months 
before admission the patient suffered an acute sore 
throat, and hoarseness had been persistent since that 
time. 

Physical examination disclosed an abdominal tumor 
which was gradually enlarging and an increased 
growth of hair on her upper lip. An ear, nose, and 


throat examination showed bridging of cords as 
found in chronic laryngitis. 

A laparotomy was performed February 14, 1952. 
A multilocular, semi-solid and cystic tumor about the 
size of a grapefruit was filling the Jower abdominal 
cavity. The pedicle of the tumor was crushed and 
cut. The remainder of the right tubo-ovarian ligament 
and the right fallopian tube were excised. The left 
tube and ovary were normal and were left intact. 

Following is the pathological report: 

Macroscopic examination: The specimen consists 
of a 6- or 7-inch cystic mass of ovarian tiSsue present- 
ing many multiloculate cavities, some areas of gel- 
atinoid yellowish tissue. There is also a 5 x 60 mm. 
appendix. 

Microscopic examination: Diffuse fibrosis is re- 
vealed throughout the ovary with irregular cord-like 
masses of cells which have a pinkish cytoplasm of 
moderate amount. The nuclei vary in size and in 
staining characteristics, generally are ovoid, moderate- 
ly dark staining. At times the cytoplasm is box-like in 
character. In areas, these cells are forming an ir- 
regular lacy mesh work with a number of glandlike 
spaces lined by cubical epithelial cells of moderate 
height. There are some areas of fibrosis, and, in 
some instances, the cells grow in cord-like masses. 
They appear to be malignant but well within the 
confines of the tissue. In view of the type of growth, 
the grade of malignancy remains questionable. These 
tumors appear malignant but behave in a benign man- 
ner. This, however, may be considered as a malignant 
growth, at least from the microscopic appearance. 
The capsule of the ovary appears to be relatively in- 
tact, but the growth characteristics are otherwise 
those of a malignant process. The diagnosis is ar- 
rhenoblastoma, a malignant neoplasm. 

Four months later the menses returned. Gradually 
the hirsutism disappeared, but two years after opera- 
tion the voice remains hoarse, which is usually true 
in these situations. The patient remains in good 
health and apparently there are no metastases. 
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Jefferson. 


I know of no safe depository of the ultimate powers of society but the people themselves, 
and if we think them not enlightened enough to exercise their control with a wholesome discre- 
tion, the remedy is not to take it from them, but to inform their discretion by education —Thomas 
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THE MONTH IN 
WASHINGTON 


Editor's Note. The following summary of Wash- 
ington news was prepared by the Washington office 
of the A.M.A. for distribution to state and regional 
medical journals. 


With the change in control of Congress, there 
naturally will be a major reshuffling of all commit- 
tees, including those handling medical and health 
legislation. A new chairman moves to the top, and 
at the bottom a few Republican members drop off, 
to be replaced by an equal number of Democrats. In 
a Congress so evenly divided, domination of this 
committee machinery is a vital asset. 

A majority of the Democrats taking over com- 
mittee chairmanships in January will be returning 
to the same jobs they held when their party was in 
power, but the situation is a little different on the 
two committees most important in health and medi- 
cal legislation. It will be the first time either of 
these chairmen has had the responsibility of running 
the full committee, although both have been in- 
volved in medical legislation for many years. Both 
are veteran legislators and are Southerners. They are 
Senator Lister Hill of Alabama, who replaces Sena- 
tor H. Alexander Sraith of New Jersey as chairman 
of the Labor and Welfare Committee, and Rep. 
Percy Priest of Tennessee, who succeeds Chairman 
Charles Wolverton, also of New Jersey, on the In- 
terstate and Foreign Commerce Committee. 

By reason of seniority, Senator James Murray of 
Montana is in line for the Labor and Welfare Com- 
mittee chairmanship. However, he has announced 
that he prefers to run the Interior and Insular Af- 
fairs Committee, thus turning over the other chair- 
manship to Senator Hill. Senator Murray, as a spon- 
sor of national compulsory health insurance, and as 
a chairman and member of its committee that held 
such turbulent hearings on this subject, became well 
known to the medical profession. 

Senator Hill, the son of a physician, has been in 
Congress for 30 years—14 in the House before he 
came to the Senate. He was a co-sponsor of the Hill- 
Burton hospital construction program, perhaps the 
most important piece of medical legislation enacted 
since World War II. 

Presumably the Senate committee’s Health Sub- 
committee again will be headed by Senator Herbert 
Lehman of New York, who handled this task during 
the last Democratic Congress, the 82nd. 

Mr. Priest is a former school teacher and news- 


paperman. He has been in the House for seven un- 
interrupted terms. In 1951 he was chairman of the 
Commerce Committee’s Health Subcommittee; the 
subcommittee system was abolished by the committee 
in 1952. Since then he has taken an extremely active 
part in committee work in health and medical fields. 

The Hill and Priest committees will handle most 
health legislation with the exception of military, 
veteran, and appropriation bills. For example, ‘they 
will be in charge of reinsurance if it is reintroduced, 
as well as most health-medical bills originating in 
the Department of Health, Education and Welfare. 

A number of other committee changes of impor- 
tance to medical legislation are scheduled. Rep. Edith 
Nourse Rogers of Massachusetts, a veteran of 29 
years in the House, loses the chairmanship of the 
Veterans Affairs Committee. She is being succeeded 
by Rep. Olin Teague of Texas, who was elected to 
Congress for the first time while he was completing 
his six-year Army duty in 1946. 

The House Appropriations Committee chairman- 
ship goes from Rep. John Taber of New York to 
Rep. Clarence Cannon of Missouri; both have the 
reputation of being economy-minded. Of consider- 
able significance in medical appropriations is the 
change in the chairmanship of the subcommittee 
that handles money for the Department of Health, 
Education and Welfare. The chairman for the last 
two years, Rep. Fred Busbey of Illinois, carefully 
scrutinized all health appropriations and effected 
many reductions. He was defeated for re-election. 
The prospective chairman of the subcommittee, Rep. 
John Fogarty of Rhode Island, repeatedly has in- 
tervened in the committee and on the House floor 
to restore money cut out by the subcommittee. 

Chairman of the Armed Forces Committee in the 
Senate—where medical care for military dependents 
would be taken up—will be Senator Richard B. Rus- 
sell of Georgia, replacing Senator Leverett Salton- 
stall of Massachusetts. On the House side, the Armed 
Forces chairmanship goes to the veteran Rep. Carl 
Vinson, also of Georgia. He replaces Rep. Dewey 
Short of Missouri. 

Any bills proposing reorganization of the execu- 
tive departments will come before Chairman john 
L. McClellan of Arkansas in the Senate and Rep. 
William L. Dawson of Illinois in the House. They 
are succeeding Senator Joseph R. McCarthy of Wis- 
consin of Rep. Clare B. Hoffman of Michigan. 

(This summary is, of course, predicated on the 
Democrats surviving a threatened recount of the 
close Senate vote in Oregon and going ahead with 
organization of both chambers. ) 


Plan now to attend the 96th annual session of The 


Kansas Medical Society, Hutchinson, May 1-5, 1955. 
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PRESIDENTS PAGE 


Within a few days we will have entered 1955 when problems relat- 
ing to the physical well being and the health of people will again be 
spread before our legislative chambers. 

At the federal level, Congress will deliberate a reinsurance program 


and a hundred other items that will in one way or another influence 
the health of the American people. Kansas will once more determine 


the minimum education requirements for physicians. 

We have collectively elected persons to speak for us on these and 
other issues. We will now be governed by their wisdom. If we hold a 
conviction upon an issue and have experience to support our belief, we 
are morally obligated to express our view. As citizens, we owe elected 
officials the benefit of our special knowledge in the field of health. 

In this coming fateful and decisive year, it is my earnest hope that 
you will each fulfill your very special role in giving the public the 
highest possible quality of health care. This implies not only your pro- 
fessional services as a physician but your duty as a citizen. 

Therefore, the New Year's resolution for myself will be just that, 
and with the heartiest and most cordial greetings on this occasion 
for you and for your family, permit me to add the sobering reflection 
that we must each participate in this coming venture if we shall con- 


tinue to give the public the benefit of sound and progressive health 


legislation. 


Yours, 
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EDITORIAL COMMENT 


New YEAR’S RESOLUTIONS 


Next year will be different. My New Year's reso- 
lutions are already made to give me a running start 
before the scoring begins. There will be just five 
which for some unaccountable reason all begin with 
the letter c, perhaps because they go into effect on 
Christmas eve. Here they are. 

I will be curious. During the year I shall prepare 
two scientific papers, one for oral presentation and 
the other for publication. This is not vanity on my 
part but a deliberate effort to organize my thinking 
upon two separate subjects, to perform a mental 
exercise for the benefit I personally will receive 
thereby. 

I will be critical. For the coming year I intend to 
be increasingly critical of organized medicine at all 
its levels. I plan to discover what medical organiza- 
tion means and how it functions. I shall not one year 
longer be led unknowing and unwilling into paths I 
cannot see. So, speaking for one member, I intend to 
learn what my society hopes to accomplish and shall 
then exert an honest effort to either change its course 
or serve its purpose. So I will be critical and zealous 
in my effort because I alone am personally involved 
in what succeeds or fails. 

I will be considerate. Here my confidence begins 
to waver because I find myself at the threshold of an 
indefinable area. Perhaps the subject is ethics. It cer- 
tainly relates to professional conduct. Of course, we 
all intend to render the best possible professional 
care, but I have something else in view. I want to be 
considerate of my patient, not only as a patient but 
as an individual who in his mind is the most impor- 
tant living person. If that means trouble, at least it is 
my own. And I have elected to assume its conse- 
quences. 

I will be a citizen. I will analyze my obligations to 
my country, state, and to the town in which I live. 
Once this reflection has been completed, I propose to 
abandon my present lethargy and undertake not less 
than one project, unrelated to my profession, which 
I may actively pursue with honesty and with enthusi- 
asm to completion. 

There is one more, another c. I know, it was the 
earnest resolution for this one year at least to wish 
you each a Merry Christmas before the holiday has 
passed. So I shall do so now and, whatever happens 
to the other four, one resolution will have been car- 
ried to reality, and even on that basis alone the next 
year will be different. 
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FEDERAL AID IN KANSAS 
Part III 


This portion of the story of federal aid in Kansas 
will briefly discuss several areas, again without criti- 
cal comment. The series is intended to provide the 
physician with factual information rather than to 
discuss purposes or values. 


EDUCATION 


Federal aid for educational purposes is among the 
larger sums obtained in Kansas. There are five pro- 
grams in this field, three of which are administered 
by the superintendent of public instruction and the 
last two are operated by the Vocational Education 
Department. 

The national school lunch program was authorized 
by Congress in 1946. It is federally administered by 
the U. S. Department of Agriculture. The Superin- 
tendent of Public Instruction directs the program for 
the state and the Board of Education locally. The 
formula is involved, taking into account the school 
census, the per capita income as compared with the 
national figure, etc. Federal aid has been relatively 
constant over the years and in 1953 was $788,900. 
The state paid $26,585 and local sources contributed 
$3,341,132 for a total of $4,156,617. In Kansas, 
1,086 schools participated in this program. 

The next two items are emergency grants, first for 
school construction and second for maintenance and 
operation of schools in areas upon which the federal 
government has placed financial burdens by reason of 
civilian or armed forces activities. This is a little in- 
volved because of the variety of coverage, so an 
analysis will not be attempted here except to say. that 
the federal government gave Kansas $2,600,000 for 
this purpose in 1953 and Kansas paid $10,000. 


VOCATIONAL WORK 


There are two programs for which Vocational Edu- 
cation last year received $366,810.26 from federal 
sources, $250,000.37 from the state, and $789,108.94 
locally for a combined cost of $1,405,919.57. This 
is about constant over the years except that the fed- 
eral grant is decreasing slightly and local participation 
expanding. The money is used for instruction, 
teacher training, etc. A sizable portion of the cost 
goes for veterans’ training. There have been 11,156 
veterans enrolled in this program. 

Vocational rehabilitation in Kansas has received 
federal aid since 1937. This is all operated by federal 
and state funds with no local participation. The for- 
mula is simple. The federal government pays the 
entire cost of administration, the entire cost of voca- 
tional guidance and placement services for each state, 
and half the cost, as long as there are funds, for 


rehabilitation training, tools and equipment, books, 
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Hydrochloride 
Tetracycline HCI Lederle 


ACHROMYCIN, new broad-spectrum antibiotic, has set an unusual record for rapid 
acceptance by physicians throughout the country. Within a few months of its introduction, 
ACHROMYCIN is being widely used in private practice, hospitals and clinics. A number 
of successful clinical tests have now been completed and are being reported. 


ACHROMYCIN has true broad-spectrum activity, effective against Gram-positive and 
Gram-negative organisms, as well as virus-like and mixed infections. 


ACHROMYCIN has notable stability, provides prompt diffusion in body tissues and fluids. 


ACHROMYCIN has the advantage of minimal side reactions. 


LEDERLE LABORATORIES DIVISION awenvcaw Geanamid company Pear! River, New York Lederte ) 


REG. U.S. PAT. OFF, 


: 
= 
| 
| 
j 
1] 
i 
= 
4 
f 
\ 
i 
\ \ \ \ \ 
\ 
\ ‘ — » 
y 

é 
| 
ae 
| 
i} 
j 


710 THE JOURNAL OF THE KANSAS MEDICAL SOCIETY 


living expenses during rehabilitation, medical treat- 
ment, hospitalization, and prosthetic devices. The 
program is open to physically or mentally handi- 
capped persons over 16 years of age and is designed 
to render them fit for remunerative employment. Last 
year Kansas spent $276,718.59 for this program, of 
which $184,866.50 was federal money and $91,- 
852.09 state. 
HIGHWAYS 


The Federal Aid Road Act was passed by Congress 
in 1916. Kansas has participated in this program 
since 1917. It is federally administered by the U. S. 
Department of Commerce, at the state level by the 
Highway Department, and locally by the county com- 
missioners. Grants are based on population, land 
area, and post road mileage of the state compared 
with United States totals and are generally on a 50- 
50 basis. Figures are available for all types of roads, 
but the total only is given here. In 1953 the federal 
government gave Kansas $12,573,566 for roads. 
The state spent $10,247,558, and local sources spent 
$3,119,686 for a total of $25,940,810. So federal aid 
in this category is about half the expenditure and, 
considering federal grants to all states totalling $575,- 
000,000, Kansas received 2.1 per cent. 


LABOR 


The only item listed pertains to unemployment 
compensation and employment service. Federal par- 
ticipation is limited to administrative costs of the 
state agencies. The fund is originally raised by a 
three per cent tax on all payrolls with eight or more 
employees. Actually this program has changed re- 
cently, but the 1952 report is the latest available. 
Three tenths of one per cent of this tax is forwarded 
to the general treasury of the United States, so Kansas 
keeps 2.7 per cent for local allotments. The federal 
government pays all administrative costs of the offices 
conducting these services which, for Kansas at least, 
have never equalled the amount sent in. In 1952 
Kansas paid the federal government $2,325,000, 
representing three tenths of one per cent of the 
three per cent tax. The government financed a state 
and 26 local employment offices at a cost of $1,435,- 
200, which represents a net loss for that year of 
$889,800. 

The fourth in this series, to appear next month, 
will deal with the welfare program. 


A MESSAGE FROM THE AUXILIARY 


Yuletide greetings to you from the Woman’s Aux- 
iliary to The Kansas Medical Society! 

The co-operation, understanding, and helpfulness 
of your president, Dr. Murray C. Eddy, have been a 
wonderful Christmas gift to us lasting the year 


through. We are also most grateful to the Advisory 
Committee of The Kansas Medical Society for the 
approval of our goals and programs and for the 
many inspiring and constructive suggestions to us. 

I wish to take this opportunity to express some 
thoughts on our mutual problems. 

The magazine Today’s Health concerns all of us. 
The complimentary six months’ subscription sent to 
your office will soon expire. Won’t you send in your 
subscription fee of $1.50 to Mrs. Chester Young, 
4315 Victory Drive, Kansas City, Kansas. Through 
“Operation M.D.” it is possible to have Today's 
Health in the waiting room of every doctor in the 
United States. If this magazine could be self-support- 
ing by an increase in circulation and advertising, the 
deficit made up each year by the A.M.A. would be 
available for other needed programs. 

The membership of the Auxiliary has been fore- 
most in my thoughts. The Kansas Medical Society 
and our group form a partnership. Every doctor 
should be proud to have his wife as a member. Enroll 
her so she may assist the Auxiliary in its program for 
the advancement of medicine, public health, and pub- 
lic relations. State and national dues are $2.00. Send 
your check to Mrs. Louis Graves, St. John, Kansas. 

Civil defense is one of our problems. All of us 
agree that America will need more effective civil de- 
fense if we are going to brace this country for the 
shock of a possible attack with modern weapons and 
survive that attack with enough people and produc- 
tive facilities to go on and win a war. Doctors have 
adopted the philosophy of mutual aid and reciprocal 
assistance. Encourage your wife to work with her 
Auxiliary so she may aid the medical profession in 
meeting responsibilities and in spreading its philoso- 
phy to everyone. The reading of Philip Wiley’s book 
Tomorrow should jar any person from the spirit of 
complacency. 

Our Auxiliary believes that a deterioration of our 
medical training standards would be a national disas- 
ter. We are giving our wholehearted support to the 
American Medical Education Foundation. Each of our 
2,000 members has been asked to contribute $1.00 to 
this foundation. 

Doctors realize more than we the need for more 
nurses. To help recruit girls for this vocation, we 
have established an extensive loan program. Addi- 
tional encouragement is given by local auxiliaries and 
hospitals. Twenty-six counties are actively engaged in 
nurse recruitment programs. Fifteen Future Nurse 
Clubs have been formed with auxiliaries serving as 
sponsors. Their membership is approximately 500 
girls. 

May we remind you of our Auxiliary Memorial 
Fund for nurse scholarships. If anyone wishes to give 
a memorial in the name of a deceased Auxiliary 
member or friend, money may be sent to Mrs. Rich- 
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ard O'Donnell, Ellsworth, Kansas. She in turn will 
send a card to the family of the deceased. 

Lately I have deliberated on the resolution “A Doc- 
tor for Every Doctor’s Family.” The need of a per- 
sonal physician for the doctor and his family should 
be heeded. The medical profession has a higher 
death rate than that of any other profession in our 
country. It is exigent that doctors regard with care 
the advice given them by their family physician. Doc- 
tors must live longer; they are needed. A strong 
healthy doctor is a wonderful advertisement to the 
medical profession. 

All that our Auxiliary does is done to aid the 
medical profession. At any time, call on us to help 
you. Never underestimate the power of your Auxil- 
iaty. 

At this holiday season may the spirit of Christmas 
be in your heart and bring you joy all the year 
through. 

—Elizabeth Millis, President 

Woman's Auxiliary to The Kansas Medical Society 


P.S. As a reminder—more people die in traffic on 
December 24 than on any other day of the year. 
“Don’t give your life for Christmas.” 


AGE AND DISTRIBUTION OF DOCTORS 


A recent study of the age and distribution of Kan- 
sas physicians has revealed a number of interesting 
facts. This survey includes reports on 1,816 physi- 
cians in Kansas. 

Effects of the Kansas Plan, originated in 1948, 
may be realized by a study of the over-all picture. In 
1948 the average age of the doctor in Kansas was 
54.6. Today, or after five years, the average is 49.8 
as a result of the influx of younger doctors in Kansas. 
The median age likewise dropped proportionately, 
and today that age is 46. The oldest member of the 
Society is 98 years of age and the youngest is 25. 
There are 364 members of the Society under 36 
years of age. 

Information on doctor distribution in 1948 is not 
available. The records today show 79 physicians prac- 
ticing in 68 Kansas towns with populations under 
500. One hundred twenty-two are located in 87 com- 
munities with populations ranging between 500 and 
1,000, making a total of 201 practicing in towns 
having fewer than 1,000 residents. Cities having 
populations of from 1,000 to 5,000 persons receive 
services from 480 physicians. Ten communities in 
Kansas have populations numbering between 5,000 
and 10,000, and 146 physicians have chosen to locate 
in those cities. The remaining physicians in the sur- 
vey, 989, practice in cities of more than 10,000 
residents. 

The Executive Office of The Kansas Medical So- 
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ciety maintains a locations list for the aid of com- 
munities in need of physicians and physicians seeking 
locations. 


BLUE SHIELD 


The presence of participating physicians at most of 
the district Member Council meetings this fall was 
enthusiastically received by the members. 

All members of Kansas Blue Cross-Blue Shield 
are privileged to participate in activities of the plans 
by expressing their opinions and wishes through the 
organization known as Blue Cross-Blue Shield Mem- 
ber Council. District council meetings are held twice 
each year. 

Member Council is a representative group of 
members who speak independently of the plan. It is 
organized on the county, district, and state level; it 
is the “voice of the members,’ which trustees and 
staff listen to and consider seriously in planning the 
best possible benefits for Kansas people. 

One-third of the Blue Cross Board of Trustees is 
composed of lay members. Each of the nine Member 
Council districts elects a member to the board. The 
remainder are elected by the state Members Commit- 
tee. The chairman of the state Members Committee 
is also one of three lay members on the Blue Shield 
board. 

The active participation by Blue Shield doctors in 
these meetings has done much to stimulate interest 
and create understanding between the member and 
the medical profession. The objective discussion of 
community health problems takes on new meaning 
to the member when a doctor lends professional 
opinion to the meeting. At the same time, public 
opinion is accumulated by the profession. 

Success of these meetings suggests that, at some 
future date, it might be desirable to hold district 
meetings involving all groups of the Blue Cross- 
Blue Shield program, the doctors, the hospitals, and 
the members. Through this type meeting a mutual 
understanding of health needs and solutions could, 
perhaps, best be attained. 


MEDICAL EDUCATION EXPANDS 


Medical education has expanded considerably since 
1945, according to a recent study made by rep- 
resentatives of the Association of American Medical 
Colleges. During the period covered, three medical 
schools have opened, the University of Washington, 
the University of California at Los Angeles, and 
Miami. Two, Alabama and North Carolina, have ex- 
panded to a four-year curriculum. 
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Biopsy Procedures in Office Practice 


Tumor Conference 
Edited by Irwin Joffe, M.D. 


Dr. Helwig: Biopsy as a diagnostic technic was 
introduced by the German pathologist, Ruge,! in 
the 1800’s. Between that time and the start of the 
present century, it fell into disrepute largely due to 
the inadequate training of pathologists, who often 
misinterpreted what they found in the tissues exam- 
ined. For the iast 50 years, however, biopsy has been 
a standard procedure. We should recall that no can- 
cer, except under rare circumstances, should be treated 
before a positive diagnosis by biopsy has been estab- 
lished. The literature and the experience of all of us 
are replete with instances in which the patient has 
been mistreated because a biopsy was lacking or was 
wrongly interpreted. 

I can’t emphasize too strongly that when - you 
send a specimen to your favorite pathologist you ac- 
company it with every bit of pertinent data available. 
This would include the sex, age, and race of the in- 
dividual, the duration, location, and gross character of 
the lesion, and history of previous biopsy or treat- 
ment. The pathologist’s morphologic interpretation 
must frequently be guided and modified by clinical 
information, which allows him to study tissues in the 
perspective of their relationship to the general status 
of the patient. You are doing your patient no service, 
and you are doing yourself no service, and you are 
doing the pathologist distinct disservice if you don’t 
give him every bit of data which you have at hand. 

I’m going to ask Dr. Robinson to tell us about 
some of the pitfalls to avoid in the taking of biopsies. 

Dr. Robinson: In general, when dealing with a 
large, accessible neoplasm, one should excise with 
the cold knife a small piece of the viable margin 
of the tumor along with a little of the adjacent 
normal tissue. A small tumor may often be managed 
best by excision biopsy of the entire lesion. Perhaps 
some of the greatest difficulties are encountered in the 
deep biopsy. The physician who attempts such a 
biopsy through a small incision is likely to come 
up with something less than the tumor. Such a biopsy 

gives no information and may give a false sense of 
security. 

Another common pitfall in taking a biopsy is to 
take the most obvious part of the tumor, the most 
exposed part. The sample selected may be complete- 


Cancer teaching activities at the University of Kansas Medical 
Center are aided by grants from the National Cancer Institute, 
U. S. Public Health Service, and the Kansas Division of the 
American Cancer Society. Dr. Joffe is a Trainee of the National 


Cancer Institute. 


ly necrotic, or may be composed entirely of exudate. 
The pathologist can’t reach a diagnosis with material 
of this character. 

Proper biopsy of lymph nodes requires care and 
judgment. Nodes in the region of ulcerated or re- 
cently treated lesions may enlarge as the result of 
inflammatory changes alone. Usually, but certainly 
not invariably, such inflamed nodes are less than 1 
cm. in diameter. Larger lymph nodes in the drain- 
age area of a neoplasm must be viewed with more 
suspicion since they will frequently contain metastatic 
tumor. Select the right node. Don’t take a tiny node 
that’s off to the side simply because it is easy to get; 
it may not give any useful information. Take a large 
node that’s in the obvious lymphatic drainage area 
of the primary tumor, or one which seems obviously 
involved by lymphoma. Usually the entire node 
should be removed with capsule intact. 

Beware of taking lymph node biopsies through 
small incisions. I'll never forget one of the first cer- 
vical nodes that I was asked to remove as a junior 
resident. I was working through a little nick over the 
front of the neck when suddenly the floodgates 
opened and I couldn’t see or feel anything. A man 
of experience, the senior resident, literally bailed me 
out rather quickly and simply by tying off the jugular 
vein, which I had inadvertently opened. Always se- 
cure adequate exposure if you are going to invade 
an area where you can get into trouble. 

Dr. Helwig: Thank you, Dr. Robinson. Dr. Proud, 
will you tell us something about biopsies in the 
hidden cavities of the head and neck. 

Dr. Proud: In taking biepsies from the nose and 
throat, one will require an effective local anesthetic ; 
the most effective one in my hands has been cocaine, 
a 5 per cent solution. One can probably avoid trouble 
by preparing the patient in the following manner. 
Perform the biopsy shortly after the patient has 
eaten. The incidence of hypoglycemic syncope and 
cocaine reaction is greater before meals. A prean- 
esthetic dose of a barbiturate 15 minutes before the 
application of cocaine solution is also advisable. Use 
a vasoconstrictor drug locally. It will help to fix the 
cocaine to the tissue and give better analgesia. It will 
also diminish systemic absorption of cocaine. Use 
cocaine sparingly and accurately; wring out the ap- 
plicators before applying the drug. Repeated applica- 


tions of small amounts are more effective than one 
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copious application because the cilia carry much of 
it away. 

I think the hardest area to approach for an ad- 
equate biopsy is the nasopharynx. The laryngologist 
often uses a palate retractor as an aid to visualizing 
this area. The general practitioner, however, does not 
need a $20 palate retractor for biopsying the na- 
sopharynx. A couple of rubber catheters will do just 
as well. One of them is passed into each nostril 
and out of the mouth; each catheter is then held 
taut by clamping its two ends with a hemostat. Then, 
with the use of the tongue blade and the mirror, 
one can examine the nasopharynx satisfactorily ; and, 
having someone hold the tongue down, one can slip 
a conchotome through the nose and under indirect 
visualization with the mirror one can see the na- 
sopharynx and watch the biting forceps snip off a 
specimen of tumor. Obviously some of the rules that 
Dr. Robinson has laid down for us will not be strict- 
ly followed in taking biopsies from the nasopharynx. 
It is hard enough to get a biopsy, and it is often im- 
possible to select accurately areas where tumor tis- 
sue is invading the normal. I’m afraid our biopsies— 
those of the nasopharynx particularly—are probably 
some of the worst that the pathologist receives. 

In the nasopharynx there is one type of tumor 
that should never be biopsied; it is the tumor known 
as the nasopharyngeal fibroma.* This tumor is ex- 
tremely vascular, and even when unmolested it has 
been known to bleed fatally. Every now and then 
some physician applies an adenotome to one with 
the intent of performing an adenoidectomy and be- 
comes so fascinated in bailing out the blood that the 
patient exsanguinates before the physician realizes 
what has happened. A nasopharyngeal fibroma is 
smooth, an adenoid is rugose. A nasopharyngeal fibro- 
ma is purplish-red, an adenoid is pale. A nasophar- 
yngeal fibroma is hard, whereas an adenoid is com- 
pressible. It is wise to visualize and palpate the na- 
sopharynx before attempting a biopsy. 

To take a biopsy from the nose, a nasal speculum 
and a conchotome are necessary; the nasal speculum 
will expose the nasal fossa, and the biopsy can be 
taken with the conchotome. Now there are two types 
of conchotomes or forceps. One is a cup forceps, and 
I know the pathologists resent it because it crushes 
the specimen. The other type, the punch forceps, 
has sharp edges and punches out a piece of tissue 
which is considerably less distorted. 

A pack should always be available when biopsying 
in the nose. Brisk bleeding is occasionally provoked, 
and if a pack is handy it may eliminate considerable 
anguish. The best type of pack for controlling im- 
mediate hemorrhage is a small cotton pledget soaked 
in epinephrine, which is inserted promptly after 
the biopsy is taken. The resultant vasoconstriction 


will help to prevent hemorrhage. If a bulkier pack is 
needed over a longer period, it should be coated 
with petrolatum. 

When physicians take tissue from other parts of 
the body, they send it to the pathologist to find out 
what it is, but it has become popular to discard 
structures removed from the nose or the ear; all too 
often they turn out to be malignant. Tissue that 
comes out of the ear, the nose, or the throat should 
be studied by the pathologist, just as other tissues. 

To biopsy in the ear with any satisfaction, one has 
to have a very small biopsy forceps. Obviously, the 
size of the specimen which one will procure with 
such a forceps is not going to thrill the pathologist. 
The biopsy can be accomplished through an ordinary 
ear speculum or through the electric otoscope. Upon 
finding exuberant granular tissue in the middle ear, 
one is tempted simply to cauterize it to make it go 
away. Believe me, tumor can occur in the ear, just 
as it can occur anywhere else in the body; and when 
granular tissue is found in the ear, it definitely 
should be biopsied. Before manipulating a growth in 
the ear, one should exclude the presence of the 
glomus jugulare tumor,’ a vascular neoplasm which 
sometimes extends into the aural cavities. This tumor 
is purplish-red and usually produces pulsating tin- 
nitus which the patient likens to the sound of a 
locomotive; he hears a swish with each heartbeat. 
Such a sound can also be heard by the examiner 
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Figure 1. Distorted tissue of uterine cervix ‘a biopsy secured 
with cautery knife (mag. x100). 
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upon auscultation, If gentle manipulation with a 
probe initiates brisk bleeding, a biopsy should not 
be attempted. 

Biopsies of the larynx and hypopharynx are best 
left to the specialist. A good biopsy of the tongue 
must be a deep one, and a deep one quite often will 
lead to hemorrhage. Lesions of the gingiva in people 
with dentures may be due only to irritation by the 
dentures; if they are of recent onset, biopsy may be 
deferred during a trial period of 2 to 3 weeks with- 
out dentures. 


Dr. Helwig: Thank you, Dr. Proud. I’d [ike to add 


one other tumor which sometimes bleeds profusely, 


and that’s the hemangioma. 

Dr. Boley, may we have your comments ? 

Dr. Boley: [ have selected a few slides to illustrate 
some of the points made by Dr. Proud and Dr. Robin- 
son. As was pointed out, the choice of instruments 
is most important in determining the quality of the 
material that reaches the pathologist and consequently 
influences the character of his interpretation. Select 
a delicate forceps to avoid crushing tissue and, above 


all, avoid the cutting cautery. 
I would like to show a miscroscopic slide of tissue 


(Figure 1) that was removed from the cervix with 
a cautery knife. As we scan the section, we note 


that the heat of the cautery has distorted or destroyed 


Figure 2. Inadequate uterine curettage showing a few frag- 
mented endometrial glands and cellular debris (mag. x100). 


every cell in the fragment. No interpretation is pos- 
sible; the efforts of the referring physician and the in- 
convenience and expense to the patient have been in 
vain. If the cautery is used to achieve hemostasis, it 
should be applied only after the biopsy has been se- 
cured with the use of the cold knife. 

lf a biopsy is to be satisfactory, the quantity of tis- 
sue must be adequate. The next section I have selected 
to show (Figure 2) is an example of an inadequate 
uterine curettage. One sees desquamated cells from 
the vagina and small amounts of blood. The few mic- 
roscopic fragments of endometrium seen are in- 
adequate for interpretation. You must submit ad- 
equate material if you want a diagnosis. 

Another item which deserves emphasis is proper 
fixation of biopsy material, Prompt fixation in an 
adequate amount of 10 per cent formalin or other 
fixative will prevent distortion due to drying. Lymph- 
oid tissue is particularly vulnerable to drying and 
to rough handling and should be given special care. 


* 


Figure 3a. Biopsy of vulval skin which was allowed to dry 
prior to fixation (mag. x100). 
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deep to the muscularis mucosae, are several little 


nests of tumor cells. This specimen enabled the 


pathologist to reach a diagnosis that might easily have 
© been missed had the biopsy been less complete. This 
was a recurrent carcinoma that didn’t show ulcera- 


tion on the surface. . 

The last specimen that I would like to demonstrate 
was supplied by Dr. R. E. Johnson and deals with 
the aspiration biopsy. The patient from whom this 
tissue was removed gave a history of remova) rf a 


Figure 3b. Properly ge 4 biopsy from adjacent site showing 
100). 


carcinoma in situ (mag. x 


Better preservation of lymph nodes will be achieved 
if they are halved before being placed in fixative. In 


fact, half of the node may be reserved unfixed for 
bacteriologic cultures, a technic too often neglected. 
Not uncommonly, microscopic study of a lymph node 
discloses only a non-specific inflammatory process. 
Definitive diagnosis and accurately directed treat- 
ment may depend on the results of bacteriological in- 
vestigations. 
The next specimen (Figure 3a) was allowed to 
dry. There is no way that the pathologist can redeem 
) a piece of tissue that has been mishandled in this 
way. Interestingly enough, a re-biopsy of this pa- 
tient’s vulval lesion, properly handled, disclosed car- 
| cinoma in situ (Figure 3b). It is the physician's 
| responsibility to see that tissues are properly handled. 
I'd like to show you one example of a proper 
biopsy taken from the rectum (Figure 4). Several 


fragments of tissue were received and processed. In x J 
fe Figure 4. Rectal biopsy showing deeply situated nests of tumor 
j one of these fragments, beneath intact mucosa and cells beneath intact mucosa (mag. x100). 
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mole from the temporal area one year earlier. The 
mole had been treated with cautery, and no tissue 
was examined by a pathologist. A recurrent, rapidly 
enlarging nodule developed in the preauricular area 
on that side. Aspiration biopsy of this mass dis- 
closed melanoma. Radical resection of the area fol- 
lowed a few days later, and a microscopic section 
shows extensive seeding of tumor cells along the 
biopsy needle tract (Figure 5). One cannot needle 
malignant tumors with impunity. If aspiration biopsy 
is done on a tumor that proves to be malignant, the 
entire needle tract must subsequently be removed, as 
was done in this case. 


Figure 5. Depths of needle tract showing melanoma cells 
disseminated in subcutaneous fat (mag. x100). 
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Dr. Helwig: Dr. Johnson, do you care to com- 
ment ? 

Dr. Johnson: If aspiration biopsy is contemplated, 
the anticipated information should be of specific 
importance to the individual patient concerned. 
Otherwise, he should not be subjected to the risk 
of implantation of tumor by means of that aspiration. 
Secondly, we attempt to minimize the risk in operable 
cases by placing the needle tract in such a position 
that the subsequent surgical procedure can remove it. 

The reason we aspirated a melanoma—some people 
would argue that one should never tamper with a 
melanoma in that way—was this. About one month 
before this 40-year-old man came to us, he developed 
a small nodule in the preauricular area on the right. 
The examination showed some little spots of pigment 
around the periphery of a flat achromic scar in the 
temporal region and a 3 cm. nodule in the preauric- 
ular area. We were suspicious, of course, that we 
were dealing with a melanoma, but because the 
situation called for wide excision of the skin of the 
face, total parotidectomy, and a radical neck dis- 
section, including loss of the facial nerve, we felt 
that we should have histologic proof that it was 
melanoma and not some relatively benign lesion. 
So we did the aspiration biopsy, putting the needle 
tract in a position so that it was included in the 
subsequent radical dissection in continuity. 

Dr. Helwig: Thank you, Dr. Johnson. I would 
like to add a note to what Dr. Robinson said about 
total excision biopsy. By removing for biopsy en- 
tire small skin lesions of less than 2 cm. in diameter, 
the physician will, in many instances, cure the pa- 
tient. I would also like to emphasize the limited 
accuracy of the clinical diagnosis of certain types of 
skin lesions; xanthomas, seborrheic keratoses, his- 
tiocytomas, papillary pigmented basal cell epithelio- 
mas, and others are often difficult to distinguish clin- 
ically. One dermatologist of wide experience has told 
me that his clinical impressions of this type of lesion 
are wrong in 20 per cent of instances. The average 
observer can’t hope to do as well, and since these 
lesions can be eradicated by biopsy, this would ap- 
pear to be the proper way to manage them. 

Dr. Pollak, would you like to say a few words 
about the cervical smear? 

Dr. Pollak: Cytologic diagnosis is a valuable tech- 
nic in an office practice, provided the smears are 
taken properly. It is my personal opinion that a 
cervical smear should be a part of the routine pelvic 
examination. The making of the cytologic smear 
should be done by the physician; it should not be 
delegated to a technician. The smear should be made 
at the beginning of the examination, before lubricants 
have been introduced. Furthermore, the patient should 
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not have douched or bathed just before the specimen 
is acquired. I much prefer cervical smears to vaginal 
smears since I find that they yield more information. 

Dr. Helwig: I would add that any mucus found 
in the cervical canal should be made a part of the 
smear; it often contains trapped cells. Always fix 
smears immediately, before they dry, in equal parts 
of alcohol and ether. Slides should remain in the 
fixative for 30 to 60 minutes and can be stored in 
this solution for weeks. A clean slide coated with 
glycerin will serve to cover the smear for mailing. 
Mailed slides should be carefully protected; the 
usual slide container too often proves inadequate. 

Dr. Tice: One point that hasn’t been mentioned 
is the medicolegal aspect of the biopsy. In treating 
cancer, radiologists often have to push treatment to 
the point where rather extensive damage occurs in 
tissues adjacent to the tumor. It is always a degree 
of satisfaction to have the pathologist’s diagnosis of 
cancer as a basis for extensive therapy. 

Dr. Robinson: I would like to make just one more 
point clear. As clinicians, we work with the pathol- 
ogist in the interest of the patient. We are not an- 
tagonists of the pathologist. In the course of our 
examination of the patient we are likely to form a 
definite clinical impression concerning the patient's 
disease. When the pathologist doesn’t confirm our 
impression we should get together with him and 
talk it over, and perhaps in conference we can ar- 
rive at a proper conclusion. Repeated biopsies are 
sometimes necessary to reach the correct diagnosis. 
One shouldn’t relinquish clinical impressions too 
easily. The pathologist is removed from the patient; 
he often doesn’t see the entire picture. Therefore, 
when he returns a negative report or one that is 
contrary to a strong clinical opinion, a discussion of 
the matter should follow. In a fair proportion of 
cases the diagnosis of the clinician will ultimately 


be confirmed. 
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Statistics show that in 1927 the average cost of a 
case of lobar pneumonia was $1,000 and included 
the loss of at least five or six weeks of work. The 
chance for survival was only 3 to 1. In 1953, an 
average case of lobar pneumonia involved the loss of 
less than two weeks and was treated with antibiotics 
that cost from $15 to $30. The chance of survival 
was 25 to 1.—Graydon L. Walker, Parke, Davis and 
Company. 


717 


MID- WEST CANCER CONFERENCE 


The seventh annual Mid-West Cancer Conference, 
sponsored by the Kansas Division of the American 
Cancer Society and the Committee on Control of Can- 
cer of The Kansas Medical Society, will be held at the 
Broadview Hotel, Wichita, on Thursday and Friday, 
March 24 and 25, 1955. 

Committees planning the event have been working 
for months to arrange a program of interest to every 
physician in the state. Guest speakers who are widely 
known in the various specialties of medicine will take 
part in the session. There will be one big social event, 
a banquet for physicians and their wives, on Thurs- 
day evening. 

Dr. Robert Dulaney Moreton, 

associated with the Tom B. Bond 
Radiological Group, Fort Worth, 
will be one of the speakers. 
Dr. Moreton is clinical assistant 
professor of radiology at the 
University of Texas, Southwest- 
ern Medical School. He is a fel- 
low of the American College of 
Radiology and is a member of 
the Radiological Society of 
North America, Roentgen Ray Society, and Rocky 
Mountain Radiological Society. In 1949 he received 
two awards, one of which was a gold medal from the 
American Medical Association for an exhibit he had 
prepared and the other from the Association of Mili- 
tary Surgeons. 
— Also taking part in the pro- 
gram will be Dr. C. C. Little of 
Bar Harbor, Maine, who re- 
ceived his Sc.D. degree from 
Harvard University in 1914. 
Dr. Little has been active in can- 
cer work for many years and in 
1950 was winner of the Ameri- 
can Cancer Society award for 
“Distinguished Service to Can- 
cer Control.” He is the author of 
a book, Civilization Against Cancer, published in 
1939 and is a fellow of the National Academy of 
Sciences, New York Academy of Medicine, and Na- 
tional Institute of Social Sciences. 

Biographical material about the other speakers will 
be published in subsequent issues of the JOURNAL. 
Names of the speakers are as follows: Dr. Richard 
Chamberlin, Philadelphia, radiologist; Dr. Elson B. 
Helwig, Washington, D.C., pathologist; Dr. John R. 
McDonald, Rochester, Minnesota, pathologist; Dr. J. 
Herbert Nagler, Philadelphia, oncologist ; Dr. George 
T. Pack, New York, surgeon, and Dr. Henry K. Ran- 
som, Ann Arbor, Michigan, surgeon. 
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COUNTY SOCIETIES 


The new offices of the Sedgwick County Medical 
Society, 1102 South Hillside Avenue, Wichita, were 
formally opened on Sunday, October 24. 

A scientific meeting of the society was held on 
November 2. Speaker was Dr. S. Gilbert Blount, Jr., 
assistant professor of medicine, University of Colo- 
rado Medical Center, Denver, who spoke on ‘‘Patho- 
physiology and Treatment of Chronic Cor Pul- 
monale.” 


Members of the medical societies in the first dis- 
trict entertained their wives at a dinner meeting held 
at the Sabetha Country Club on October 26. 
Dr. Frederick E. Wrightman, Sabetha, councilor for 
the district, presided. Speakers were Dr. Murray C. 
Eddy, Hays, president of The Kansas Medical So- 
ciety, and Mrs. E. R. Millis, Kansas City, president 
of the Auxiliary. 


A joint meeting of the Crawford County Medical 
Society and its auxiliary was held at the Hotel Besse, 
Pittsburg, November 4. Mr. Carl Brown and Mr. Lee 
Haworth were speakers, outiining local plans for 
civil defense and the part assigned to members of 
the medical profession. 


Dr. Mahlon H. Delp, chairman of the Department 
of Postgraduate Education at the University of Kansas 
School of Medicine, was speaker at a meeting held at 
the Marion City Building on November 4. Present 
were physicians from Marion, Harvey, and McPher- 
son counties. 


About 50 persons were present at a meeting at the 
Concordia Country Club on November 4 when the 
Cloud County Medical Society entertained a number 
of guests. At the program following a dinner, 
Dr. Murray C. Eddy of Hays and Dr. John L. Latti- 
more and Mr. Oliver E. Ebel of Topeka were 
speakers. 


Dr. Veryl J. Elson and Dr. Jack G. Rowlett, Paola, 
discussed “Virus Infections” at the October meeting 
of the Miami County Society held at the Presbyterian 
Church in Paola. 


A meeting of the Wyandotte County Society was 
held at the City-County Health Buiiding, ‘ansas 
City, on November 16. Dr. Richard F. Schneider dis- 
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cussed “Psychiatric Problems in General Practice,” 
and Mr. John B. Smith, superintendent of the Win- 
field State Training School, told of the facilities 
available at the school and the work it is accomplish- 


ing. 


Dr. Don C. Campbell, of the Mayo Clinic, was 
guest speaker at the November 1 meeting of the 
Shawnee County Society at Topeka. His subject was 
“Some Problems Related to the Anemias.” 


The Osage County Medical Society met at the 
Hotel Coffee Shop, Osage City, on October 22. Wives 
of the members were guests at a dinner which pre- 
ceded the program. Speakers were Dr. Don C. Wake- 
man and Dr. John E. Crary, Topeka, who discussed 
“Diabetic Acidosis and Coma.” 


Dr. Philip W. Morgan, Emporia, was guest 
speaker at a meeting of the Cowley County Society 
held on October 21. 


Members of the Harvey County Society and their 
wives met on November 4 at the Hotel Ripley, New- 
ton. Dr. George Westfall, Jr., Halstead, was speaker 
of the evening. 


Dr. Thomas A. Weldon, Perry, was host to the 
Jefferson County Society at a meeting held on Octo- 
ber 28. A film on mental disease was shown. 


Dr. Robert A. Dobratz, Chetopa, was elected presi- 
dent of the Labette County Society for 1955 at a 
meeting held at the Parsons Country Club on No- 
vember 10. Dr. Arthur P. Burgess, Oswego, was 
named vice-president, and Dr. I. J. Waxse, Oswego, 
became secretary. 


Diabetes detection drives were sponsored by three 
county societies, Atchison, Lyon, and Pratt, during 
“Diabetes Week,’ November 14-20. In Atchison 
County, free tablets for testing were provided through 
local drug stores. In Lyon and Pratt counties, physi- 
cians examined specimens from grade school students 
and from adults who asked for the service. 


A meeting of the Wilson County Society was held 
in Neodesha on November 10, and the following 
officers for 1955 were elected: president, Dr. John W. 
McGuire, Neodesha; vice-president, Dr. Hugh G. 
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Bayles, Fredonia, and secretary-treasurer, Dr. Charles 
E. Stevenson, Neodesha. 


The Committee on Public Relations of the Wyan- 
dotte County Society, under the chairmanship of 
Dr. Tony Dillon, is participating in a program of the 
American Cancer Society. Volunteers are being trained 
to visit the homes of persons chronically ill with 
cancer. Four physicians, Dr. Galen M. Tice, Dr. P. E. 
Hiebert, Dr. C. C. Nesselrode, and Dr. Maurice 
Laing, were instructors at the first session on “The 
Physical Problems of the Cancer Patient.” 


ACTIVITIES OF MEMBERS 


Dr. George L. Thorpe, Wichita, attended the 105th 
annual session of the Indiana State Medical Associa- 
tion in Indianapolis late in October. He participated 
in a panel on “Emergencies” on October 26 and 
spoke on “Modern Office Therapeutics” before the 
general practice section of the meeting on October 27. 


Among ‘the speakers at the Sixth Annual Kansas 
Conference on Family Life held at Wichita on Octo- 
ber 23 were Dr. Warren F. Bernstorf, Winfield, and 
Dr. Franklin D. Murphy, Lawrence. 


Dr. S. Albert Scimeca, who has been practicing in 
Wichita, has announced the opening of an office in 
St. John. 


Dr. Henry Laurens, Jr., Salina, recently completed 
a short postgraduate course at Temple University 
School of Medicine, Philadelphia, on the subject of 
diagnosis and treatment of diseases of the esophagus. 


Dr. Howard V. Bair, superintendent of the Par- 
sons State Training School, attended the Mental Hos- 
pital Institute of the American Psychiatric Association 
at Minneapolis, Minnesota, recently. He was certified 
by the group as a competent mental hospital admin- 
istrator and was the recipient of one of the Achieve- 
ment Awards for 1954. 


The life story of Dr. William G. Norman, Cherry- 
vale, was published as a feature story in the October 
31 issue of the Independence Reporter. Dr. Norman, 
who is 82 years of age, has been in practice for 56 
years, 47 in Cherryvale. 
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The Sedgwick County Medical Society announces 
that three of its members have returned to civilian 
practice after serving in the armed forces, Dr. Earnest 
P. Carreau, Dr. Perry D. Petterson, and Dr. William 
C. Swisher. All practice in Wichita. 


Dr. Charles C. Hawke, Winfield, was speaker at 
the October meeting of the Cowley County Medical 
Assistants’ Society held at the Snyder Clinic, Win- 
field. 


Dr. Robert L. Stevens and Dr. Mildred J. Stevens, 
Garrett, returned last month from a trip to Europe. 
They were among 600 physicians from 52 countries 
attending the Eighth General Assembly of the World 
Medical Association, held in Rome. Other highlights 
of their trip were attending receptions given by the 
mayor of Rome and the mayor of Naples and partici- 
pating in a group audience with Pope Pius XII. 


Dr. Junior D. Burger, who has been practicing in 
Nickerson for six years, has announced plans to move 
to Hutchinson around the first of the year to practice 
there. 


Dr. Joseph C. Shaw, Topeka, is the author of a 
column on early transportation which was published 
as a “Horse and Buggy Days” feature in the Topeka 
Daily Capital on October 25. 


Dr. Daniel S. Roccaforte, who has completed two 
years as a surgeon with the Air Force at Smoky Hill 
Air Force Base, Salina, was recently released from 
service. He has returned to his practice at Hanover. 
Dr. Jack A. Haley, who practiced in Hanover during 
Dr. Roccaforte’s absence, will leave soon to begin a 
residency in surgery. 


Dr. Wayne L. Fowler, Concordia, recently attended 
a course in ‘‘Current Concepts in Internal Medicine,” 
offered by the Chicago Medical Society. 


The American College of Surgeons, at its annual 
meeting in Atlantic City last month, inducted 1,100 
new fellows. Kansans in the group are Dr. Don R. 
Abbuehl, Chanute; Dr. Ernest C. Brandsted, McPher- 
son; Dr. Stanley R. Friesen and Dr. Creighton A. 
Hardin, Kansas City; Dr. James E. Hill, Arkansas 
City; Dr. Alfred H. Hinshaw and Dr. Jerome S. 
Menaker, Wichita; Dr. Gaylord E. Manahan, Law- 
rence, and Dr. James A. McClure, Topeka. 
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DEATH NOTICES 


BENJAMIN SMITH Morais, M.D. 


Dr. B. S. Morris, 54, an active member of 
the Central Kansas Medical Society, died at a 
hospital in Kansas City on October 24. Al- 
though he had been in poor health for several 
years, he had continued to practice in Quinter 
until three weeks before his death. 

Dr. Morris, a graduate of the University of 
Kansas School of Medicine in 1925, practiced 
first in Morland. He moved to Quinter in 1927 
and continued to practice there except for a 
short time in 1938 when he served in a gov- 
ernment position in Missouri and Texas. 


JosEPH Fow Ler, M.D. 


Dr. Joseph Fowler, 72, a Kansas physician 
since his graduation from the University Medi- 
cal College of Kansas City in 1907, died at his 
home in Osawatomie, October 25. He was an 
active member of the Miami County Medical 
Society. Dr. Fowler practiced first in Paola, 
leaving there in 1916 to move to Fontana. Ten 
years later he went to Osawatomie and contin- 
ued to practice there until his death. 


GEORGE WIGHTMAN Kirsy, M.D. 


A physician who had practiced medicine in 
Wichita since 1919, Dr. George W. Kirby, 73, 
died at a hospital there on October 27 after an 
illness of three weeks. He was graduated from 
Rush Medical College, Chicago, in 1905 and 
began practice in Millersburg, Indiana. During 
World War I he served with the Army in an 
overseas surgical unit. He was an active member 
of the Sedgwick County Medical Society. 


ARTHUR EpGAR BENCE, M.D. 


Dr. A. E. Bence, 65, an active member of the 
Sedgwick County Society, died at his home in 
Wichita November 19 after a short illness. 
Dr. Bence, who specialized in orthopedics, had 
been practicing in Wichita since 1926. He was 
a graduate of the State University of Iowa Col- 
lege of Medicine with the class of 1921. He 
was a fellow of the American Academy of 
Orthopedic Surgeons. 


ANNOUNCEMENTS 


A six-day postgraduate course entitled ‘General 
Practice Review” will be offered at the University of 
Colorado Medical Center during the week of January 
17-22, 1955. A separate area of practice will be pre- 
sented each day as follows: Monday, medicine; Tues- 
day, pediatrics; Wednesday, surgery; Thursday, anes- 
thesiology; Friday, obstetrics and gynecology, and 
Saturday, trauma. 

Hotel reservations may be made through the office 
of Graduate and Postgraduate Medical Education, 
University of Colorado Medical Center, 4200 East 
Ninth Avenue, Denver 20, Colorado, until December 
20. That office will also supply complete information 
and programs. 


The International Academy of Proctology an- 
nounces its annual cash prize and certificate of merit 
award contest for the best unpublished essay on proc- 
tology or allied subjects. First prize will be $100. 
Entries, limited to 5,000 words, must be received no 
later than February 1, 1955, at the offices of the 
Academy, 147 Sanford Avenue, Flushing 55, New 
York. 


The Institute of Industrial Health of the Univer- 
sity of Cincinnati is now accepting applications for a 
limited number of fellowships in industrial medicine. 
Any registered physician who is a graduate of a Class 
A medical school and who has completed at least 
two years of training in a hospital accredited by the 
A.M.A. may apply. 

Stipends vary in accordance with the marital status 
of the individual, from $3,000 to $3,600 the first 
year to $3,400 to $4,000 in the second year. In the 
third year the candidate will be compensated for his 
service by the industry in which he is completing his 
training. 

Additional information may be secured from the 
Institute of Industrial Health, College of Medicine, 
Eden and Bethesda, Cincinnati 19, Ohio. 


A competitive examination for appointment of 
medical officers to the regular corps of the United 
States Public Health Service will be held in various 
places throughout the country on February 15, 16, 
and 17, 1955. Entrance pay for an assistant surgeon 
with dependents is $6,017 per annum; for senior 
assistant surgeon with dependents, $6,918. Applica- 
tion forms may be secured from the Chief, Division 
of Personnel, Public Health Service, Department of 
Health, Education, and Welfare, Washington 25, 
D.C. Applications must be filed before January 13, 
1955. 
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Parkinson's Disease 


Glen G. Halliday, M.D. 
Portland, Oregon 


In 1817, with a certain sense of apology, James 
Parkinson submitted “An Essay on the Shaking 
Palsy’! for publication. In its preface he says . . . 
“some conciliatory explanation should be offered for 
the present publication: in which, it is acknowledged, 
that mere conjecture takes the place of experiment; 
and that analogy is the substitute for anatomical ex- 
amination, the only sure foundation for pathological 
knowledge. To delay . . . publication did not, in- 
deed, appear to be warrantable. The disease had 
escaped particular notice; and the task of ascertain- 
ing its nature and cause by anatomical investigation, 
did not seem likely to be taken up by those who, 
from their abilities and opportunities, were most like- 
ly to accomplish it. That these friends to humanity 
and medical science, who already unveiled to us many 
of the morbid processes by which health and life is 
abridged, might be excited to extend their researches 
to this malady, was much desired ; and it was hoped, 
that this might be procured by the publication of 
these remarks.” 

Historically, Parkinson credits Galen with having 
written of the disease, later Sylvius de la Boe, Juncker, 
and Cullen. To Parkinson goes first credit for using 
the term paralysis agitans, and his description of the 
syndrome is classically as follows: “Involuntary trem- 
ulous motion, with lessened muscular power, in 
parts not in action and even when supported; with 
a propensity to bend the trunk forwards, and to pass 
from a walking to a running pace; the senses and 
intellects being uninjured.” 

Parkinson next discussed the natural history and 
course of this disease in detail. He concluded the 
first chapter by presenting six case histories. One of 
these (Case VI) is of special import. This patient 
was rendered hemiplegic by a cerebral vascular ac- 
cident, and it was remarked . . . ‘neither the arm 
nor the leg of the paralytic side was in the least af- 
fected with the tremulous agitation; but as their 
paralyzed state was removed, the shaking returned.” 
It was this case that later, perhaps, suggested to the 
neurological surgeon that he might have something 
to offer to certain patients. 

In Chapter III, he gave a differential diagnosis 

This is one of 11 theses, written by fourth year students at 
the University of Kansas School of Medicine, selected for pub- 
lication by the Editorial Board from a group judged to be the 
best by the faculty at the school. 

Thesis written while the author was a fourth year student. 


Dr. Halliday is now interning at Good Samaritan Hospital, Port- 
land, Oregon. 


which included palsy due to compression of the brain, 
alcoholic overindulgence, tea and coffee overindul- 
gence, certain senile tremors, and anomalous cases 
of convulsive affections. It was his opinion that the 
pathological lesion was in the cervical portion of the 
spinal cord, later extended to the medulla oblongata, 
and that the signs and symptoms observed were due 
to interruption and irregularity in the direction of the 
nervous flow. Parkinson was of the opinion that treat- 
ment should consist of phlebotomy from the upper 
part of the neck, followed by application of vesica- 
tories, and appropriate use of a substance to obtain 
a purulent discharge. 

Prior to the appearance of epidemic encephalitis 
in 1917, Parkinson’s disease was by and large a dis- 
ease of later years, seldom occurring before 40 and 
usually making its initial appearance between 50 and 
60. Cases seen early in life were of enough interest 
to warrant special reports, and the name of juvenile 
paralysis agitans was used. The following classifica- 
tion was compiled from a number of sources. 

1. Syphilitic—Neill? recently reported a case of 
congenital syphilis in which severai typical features 
of Parkinsonism were seen. Guillaint in 1935 and 
Wilson® in 1940 reported cases due to acquired 
syphilis. The signs may appear soon after the orig- 
inal infection or may be delayed for many years. 
The syndrome has also been seen in combination 
with tabes dorsalis and luetic paresis. In Neill’s case, 
improvement was witnessed following treatment with 
penicillin. 

2. Toxic effects of carbon monoxide, manganese, 
cyanide, and carbon disulfide are all reported as 
causes of the disease.® 7) § 

3. As a sequel to epidemic encephalitis (encepha- 
litis lethargica, Type A encephalitis, von Economo’s 
encephalitis) —Post-encephalitic Parkinsonism first 
attracted attention during the epidemic of 1917-1925. 
Boyd? states that around 20 per cent of patients with 
this type of encephalitis will subsequently exhibit one 
or more of the features of Parkinsonism. These cases 
are usually younger, and rigidity is often more prom- 
inent than tremor. 

4. Arteriosclerotic changes can cause Parkinsonism, 
and this condition is a distinct and increasingly more 
common one characterized by an abrupt onset in 
later life. The tremor is coarse and invariably bilat- 
eral. There are often coincident findings which sug- 
gest diffuse cerebral arteriopathy (atherosclerosis) 
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such as dementia or bulbar dysfunction.® 

5. “Idiopathic” degenerative paralysis agitans is a 
progressive degenerative disease of late middle life, 
characterized classically by tremor, with rigidity be- 
ing a less prominent feature. 

6. Due to acute hemorrhage into the basal gang- 
lia.8 

7. Due to neoplasms.*® 

8. Due to trauma.” 

The understanding of the clinical manifestations 
of Parkinson’s disease and any discussion of the 
pathological lesions is dependent upon a knowl- 
edge of the extrapyramidal motor system. This is de- 
fined by DeJong’ as the most highly developed por- 
tion of ‘the old motor system.” It is closely allied 
with the centers of motor integration in the brain 
stem concerned with regulation of tone and primi- 
tive postural and righting reflexes. It is also connected 
with those portions of the cerebral cortex which have 
to do with motor control. The nuclear centers of the 
extrapyramidal system, generally speaking, are sit- 
uated in the basal ganglia, and Parkinson’s disease is 
frequently referred to as a disease of the basal ganglia 
or of the striatum. Stated dogmatically, these centers 
are the caudate and lenticular, the latter being com- 
posed of the putamen and globus pallidus. 

There are other structures which are functionally 
and clinically related to the extrapyramidal system. 
These are the subthalamic nucleus or corpus Luysi, 
red nucleus, and substantia nigra. In addition, there 
are extra pyramidal portions of the cerebral cortex— 
that portion anterior to the premotor area of the fron- 
tal cortex and another area in the parietal cortex. The 
basal ganglia and the related structures constitute an 
important efferent system. The parts of the cortex 
mentioned above discharge to the midbrain nuclei, 
the red nucleus and substantia nigra in part, and 
these latter structures in turn discharge to the brain 
stem and the spinal cord. 

Although dominated by the cerebral cortex, the 
“old motor system’ has a steadying influence on 
volitional movements and may be utilized for the 
initiation and production of many more or less auto- 
matic movements. It is these habitual movements of 
daily life that are most impaired in diseases of the 
basal ganglia. 

It is generally agreed now that the pathological 
lesions of Parkinson's disease are in the extrapyram- 
ida) motor system. Gower (1888), Omerod (1890), 
Anton (1895), and Jelgersma (1909) noted changes 
in the basa) gang)ia in chorea, athetosis, and paralysis 
agitans, but the first adequate descriptions of the 
relationship of neurologic symptoms were made in 
1911 and 1912 by Alzheimer, Vogt, Wilson, and 
Lewy.” 

Hunt (1917)! demonstrated atrophy of the 


ganglion cells of the globus pallidus in cases of typi- 
cal Parkinson’s disease. Jacob (1925) showed de- 
generation also of the substantia nigra.!° Boyd® states 
that the cause of the degeneration is not known and 
suggests it might be in the form of a senile atrophy, 
also saying that lesions in post-encephalitic Parkin- 
sonism were found in both the red nucleus and the 
substantia nigra. Oseki!® (1924) examined brains 
from senile patients who had not had Parkinson's 
disease and saw changes identical with those ascribed 
to this disease. Oliver!® mentions that cases have been 
reported in which the tremor and rigidity were uni- 
lateral and the microscopic degenerative changes bi- 
lateral. 

In general it may be said that disease of the 
striatum is characterized by some positive and some 
negative signs and symptoms: (1) general increase 
of muscle tonus, that is rigidity; (2) abnormal in- 
voluntary movements, that is tremor; (3) poverty 
of voluntary, especially spontaneous movements, 
namely hypokinesia; (4) impairment of automatic 
associated movements; (5) absence of “‘true’’ paraly- 
sis, namely absence of signs of involvement of pyram- 
idal tracts; (6) absence of sensory disturbances. 

The signs and symptoms of Parkinson’s disease 
and the general order of their appearance are so apt- 
ly described in the original essay! that the following 
is given verbatim: ‘‘So slight and nearly impercepti- 
ble are the first inroads of this malady, and so ex- 
tremely slow is its progress, that it rarely happens 
that the patient can form any recollection of the pre- 
cise period of its commencement. The first symptoms 
perceived are, a slight sense of weakness, with a 
proneness to trembling in some particular part; some- 
times in the head, but most commonly in one of the 
hands or arms. These symptoms gradually increase in 
the part first affected; and at an uncertain period, 
but seldom in less than 12 months or more, the mor- 
bid influence is felt in some other part. Thus assum- 
ing one of the hands and arms to be first attacked, 
the other, at this period becomes similarly affected. 

“After a few more months the patient is found to 
be less strict than usual in preserving an upright 
posture; this being most observable whilst walking, 
but sometimes whilst sitting or standing. Sometime 
after the appearance of this symptom, and during its 
slow increase, one of the legs is discovered slightly 
to tremble, and is also found to suffer fatigue sooner 
than the leg of the other side; and in a few months 
this limb becomes agitated by similar tremblings, 
and suffers a similar loss of power. As time and dis- 
ease proceed . . . difficulties increase ; writing can now 
be hardly at all accomplished ; and reading, from the 
tremulous motion, accomplished with some difficulty. 
At this period . . . the patient has recourse to walk- 
ing, a mode of exercise to which the sufferers from 
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Use of Alidase* in Closed Wounds: Contusions, 
Sprains, Dislocations, Simple Fractures 


In traumatic surgery! where “‘definitive treatment... 
is often delayed while the surgeon waits for nature to dispose of 
hematoma and oedema” Alidase is an efficient means'? 


Swenson? has described his highly successful results 
with Alidase in various types of closed wounds. He 
summarized them as follows: 

Toremove local fluid accumulations in contusions or 
bruises, ‘“The usual dose, 500 viscosity units Alidase® 
mixed in a small amount of normal saline, is injected 
into the localized fluid. Mixing the hyaluronidase in 
1 per cent procaine solution will also produce local 
vasodilatation, relief of local pain and more rapid 
absorption of the fluid mass. This method can also 
be applied to traumatized bursae or synovial spaces 
which do not respond to repeated aspirations.” 

The point of maximal pain is infiltrated with 10 cc. 
of a 1 per cent procaine solution to which 500 vis- 
cosity units of Alidase have been added. With this 
simple technic, a high percentage of successful results 
has been obtained. 

Alidase may be used to advantage to produce more 
rapidly a short-acting, complete block anesthesia and 
to facilitate reduction in subluxation or complete dis- 
locations of the interphalangeal joints. When .anes- 


of accelerating dispersion of accumulated fluids. 


thesia is required for fracture reduction, local block 
anesthesia can be simplified by adding Alidase to the 
anesthetic solution. Alidase also tends to decrease 
local edema and hematoma formation. 

Fluidsadministered with Alidaseare rapidly absorbed 
from subcutaneous tissue. The simplicity of hypoder- 
moclysis avoids the cumbersome arm board, permits 
convenient administration with little or no pain or 
swelling, is vein-sparing and saves nursing time in 
such conditions as burns, postoperative states, tox- 
emias and parenteral alimentation. 

Alidase (brand of hyaluronidase) is supplied in 
serum-type ampuls of 500 viscosity units. It is ac- 
cepted by the Council on Pharmacy and Chemistry 
of the American Medical Association. G. D. Searle 
& Co., Research in the Service of Medicine. 


1. MacAusland, W. R., Jr.; Gartland, J. J., and Hallock, H.: 
The Use of Hyal id in Orth dic Surgery, J. Bone & 
Joint Surg. 35-A :604 (July) 1953. 

2. Swenson, S. A., Jr.: Minor Surgical Aspects of Closed Wounds, 
Am. J. Surg. 87 :384 (March) 1954. 
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this malady are in general partial, owing to their at- 
tention being thereby somewhat diverted from their 
unpleasant feelings . . . but as the malady proceeds, 
even this temporary mitigation of suffering . . . is 
denied. The propensity to lean forward becomes in- 
vincible, and the patient is thereby forced to step on 
the toes and fore part of the feet, whilst the upper 
part of the body is thrown forward as to render it 
difficult to avoid falling on the face . . . being at the 
same time, irresistibly impelled to take much quicker 
and shorter steps, and thereby to adopt unwillingly 
4 running pace. 

“In this stage . . . the tremulous motions of the 
limbs occur during sleep, and augment until they 
awaken the patient. . . . As the disease proceeds to- 
ward its last stage, the trunk is almost permanently 
bowed, the muscular power is more decidedly dimin- 
ished, and the tremulous agitation becomes violent. 
His words are now scarcely intelligible . . . so much 
are the actions of the muscles of tongue and pharynx 
impeded . . . another very unpleasant circumstance 
occurs; the saliva fails of being directed to the back 
part of the fauces, and hence is continually draining 
from the mouth . . . the tremulous agitation becomes 
more vehement. It now seldom leaves him for a mo- 
ment; . . . the power of articulation is lost. The 
urine and faeces are passed involuntarily; and at the 
last, constant sleeplessness, with slight delirium, and 
other marks of extreme exhaustion, announce the 
wished-for release.” 

Perhaps the most significant omission from this mas- 
terful description is the waxy, masklike, rigid facies 
so often seen. To sum up, the salient signs and symp- 
toms are (1) coarse, rhythmic, pill-rolling tremor, 
usually one of rest, sometimes extending to the 
tongue and head, (2) plastic muscular rigidity, (3) 
masklike facies, (4) ante-flexed posture, (5) loss of 
associated arm movements when walking, and (6) 
hesitant initiation of walking, with festination, pro- 
pulsion, retropulsion, or lateropulsion and accelera- 
tion. The diagnosis of a fully developed case of 
Parkinson's disease offers no difficulty. 

However, the early diagnosis of this condition is 
not so easy. This is discussed in detail in a recent 
article by Wartenberg.** 

The course of the disease is slow, often lasting 5, 
10, or 15 years, Ultimately every patient becomes 
bedridden and has to be fed and nursed. The prog- 
nosis is hopeless and, while the disease itself does 
not kill, there is no chance of recovery. 

The treatment of Parkinson's disease is essentially 
one or a combination of the following: medical, 
surgical, by physiotherapy, or by psychotherapy. 

The ever-increasing number of drugs introduced 
and extolled is sufficient indication that none is en- 
tirely satisfactory. Certainly there is nothing to even 
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approach the efficacy of cyanocobalamine for perni- 
cious anemia or insulin for diabetes mellitus. Some 
of the drugs available will give relief and bring about 
improvement in some patients and not in others; 
certain of symptoms may be improved and others 
not. Indeed, there not only are innumerable articles 
dealing with treatment, there are even articles’? dis- 
cussing the hazards and common fallacies present 
in evaluation of therapeutic results. Extreme diver- 
gence of opinion has been characteristic of therapeu- 
tic claims since the original paper. 

As was mentioned previously, Parkinson used 
phlebotomy and induced infection for treatment.! 
Charcot suggested horseback riding and eventually 
devised a contraption in which his patients would 
sit and be shaken for prescribed periods of time. In 
1874,15 Charcot introduced belladonna therapy in 
this syndrome. In 1882,'* Gnauck discovered the ef- 
fectiveness of hyoscine (scopolamine) in palliation 
of the symptoms of Parkinson’s disease. This opened 
the present era of medical therapy. Later, other alka- 
loids of the solanaceous group were noted to have 
similar effects. These were atropine, hyoscyamine, 
extracts of the stromonium leaf, and extracts of other 
plants containing the mydriatic alkaloids. 

Through the years, many drugs for both oral or 
parenteral administration have been tried and have 
fallen into disuse, such medicaments as quinine, neo- 
stigmine bromide, iodides, magnesium sulfate, am- 
phetamine, snake venom, salicylates, and pheno- 
barbital. Vitamins of all types and combinations have 
had their periods of enthusiastic acceptance but 
failed to stand the test of time.16 

Therapy must be individualized, and often trial 
and error with drug combinations will discover what 
is most successful for a certain patient. The effective 
drugs fall essentially into three groups. These are the 
belladonna or solanaceous drugs, the antispasmodics, 
and the antihistaminics. 


A. THE BELLADONNA GROUP 
1. Atropine sulfate in 0.5 per cent solution. This 


is said to be of special value in the younger age 
groups and in post-encephalitic cases.14 The recom- 
mended dosage is 10 to 30 drops three times a day. 
A recent article’? suggests giving initial doses of three 
drops at intervals of at least six hours because of 
slow rate of excretion. The dose is then increased one 
drop three times a day every three days until a dos- 
age of ten drops three times a day is reached. Ex- 
cessive dosage may produce vomiting, mental con- 
fusion, dizziness, and hallucinations.17 Other un- 
desirable symptoms are blurring of vision, dryness 
of skin and mucous membranes, somnolence, and 
tachycardia.?® 

2. Hyoscine hydrobromide is still one of the most 
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| one of the 44 uses for short-acting F Nembutal’ | 


In a matter of moments, her nerves will be calmed. 
Her anxiety wil) be alleviated. And her tensions 


will slide into somnolence. 


Short-acting NemBuTAL (Pentobarbital, Abbott) 


can produce any desired degree of cerebral depres- 


sion—from mild sedation to deep hypnosis. 


The dosage required is small—only about one- 
half that of many other barbiturates. 


Hence, there’s less drug to be inactivated, shorter 


duration of effect, wide margin of safety and little 
tendency toward morning-after hangover. 


In equal oral doses, no other barbiturate com- 
: bines quicker, briefer, more profound effect: 


Good reasons why the number of prescriptions 
for short-acting NEMBUTAL continues to grow— 


after 24 years’ use in more ASeett 
than 44 clinical conditions. 


For mild sedation try the 50-mg. (3%4-gr.) 
NEMBUTAL Sodium capsule. 
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useful preparations, especially in reducing tremor and 


excitement.!4 The dose is 0.25 to 0.6 milligrams 
two to three times a day. Signs of toxicity are general- 


ly the same as those given for atropine. 

3. Tincture of stramonium has been employed for 
years to control rigidity and tremor. The effect upon 
rigidity is less than that obtained with some of the 
newer preparations as a general rule. The tincture is 
prescribed in doses of 10 to 20 drops three times a 
day or, in the tablets, in two-grain dosage three 
times a day.!4 According to some,!? this drug is easi- 
ly tolerated by the elderly. 

4. Rabellon (Sharpe and Dohme) is a compound 
of belladonna alkaloids containing 0.5 mg. of atro- 
pine and hyoscyamine with traces of scopolamine. It 
is given in one-half, one-fourth, or full tablets two, 
three, or four times a day. Although a good muscle 
relaxant, Rabellon has little action against tremor.’7 

5. Vinobel, which is dispensed in tablets contain- 
ing 0.4 mg. of the active alkaloids for elderly patients 
and 0.8 mg. for young persons, is an effective anti- 
spasmodic.14; 17 Side reactions are those of the other 
belladonna products. 

6. Bellabulgara is prepared in tablets containing 
0.45 mg. of the alkaloids atropine and hyoscyamine 
and a trace of scopolamine.'? In the late 1930's and 
early 1940's, this preparation was in particular 
vogue.!® It was thought at this time that it possessed 
some particularly efficacious properties. It is admin- 
istered in one-half or full tablet doses three times a 
day. 


B. THE SYNTHETIC ANTISPASMODIC 
DRUGS 


1. Artane (Trihexiphenidyl) is manufactured by 
Lederle Company. It is perhaps the most important 
recent addition to the drugs used for Parkinson's dis- 
ease. Pharmacologically, Artane exerts both atropine- 
like and antihistaminic effects.1® 2? On isolated intes- 
tine loops, its relaxant action is half that of atro- 
pine.!® It is mildly excitant to the central nervous 
system but much less so than atropine.!® It is one per 
cent as potent a vagus inhibitor as atropine.®? Saliva- 
tion is but slightly inhibited.1® 

A recent article!’ stated that Artane is recommend- 
ed as the basic drug in treatment of all new cases. 
It may be used at all age levels.17 Its chief advantage 
over the traditional belladonna drugs is in the wider 
margin of safety existing between the effective and 
toxic doses. Another advantage is that Artane doses 
need not be continuously increased in order to main- 
tain its action.1® It may be safely used in patients 
with cardiac disease, hypertension, hepatic or renal 
disease.!*, 22 It had no ill effects upon blood pressure, 
respiration, blood count, renal or hepatic function, 
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sugar metabolism, growth, and reproduction in labo- 
ratory animals over a six-months period.** 

The first six reports? in the literature appeared in 
1949 and 1950. Each was a large series, and com- 
bined results listed improvement in 76 per cent of 
cases. They reported Artane to be most effective in 
controlling rigidity and spasticity with 10 per cent 
incidence of mild side reactions and 4 per cent inci- 
dence of severe side reactions. The patient should be 
started on 1 mg. each day. This is increased 1 or 2 
mg. each day to a total of 6 to 10 mg., which is 
divided into three or four doses. 

2. Curare (placed in this group for convenience) 
was tried about 1927 and abandoned.?! 

3. Diparcol is a synthetic antispasmodic developed 
in France. Results with it were not too satisfactory. 
Its manufacture has been discontinued because of its 
toxic manifestations and occasional cases of agranu- 
locytosis.® 

4. Tolserol (Myanesin, Mephanesin) is given first 
as one 250 mg. tablet three times a day and rapidly 
increased to three, four, or five tablets three or four 
times a day.?? One group?? used Tolserol in 22 pa- 
tients and had to discontinue it in all but one because 
of nausea, precordial discomfort, and pronounced in- 
crease of tremor. 

5. Panparnit (Carmiphen hydrochloride) was de- 
veloped in Switzerland. Results have not been good, 
and a high incidence of severe toxic effects is re- 
ported.14 22 

6. Parsidol comes in 50 mg. tablets. It is admin- 
istered in one-half tablet doses four times a day to 
elderly patients and full tablets four times a day to 
younger persons. Results so far have been poor. 


C. THE ANTIHISTAMINICS 


1. Benadryl. It was appreciated by early investi- 
gators that the anticholinergic activity of antihista- 
mine substances might be of value in the therapy 
of Parkinson’s disease. The use of such substances 
began with the treatment of four patients as a part 
of a routine screening of Benadryl in many dis- 
eases.?3 

Budnitz,** in 1948, released a preliminary report 
concerning eight patients suffering with Parkinson’s 
disease who were treated with Benadryl. He observed 
that “‘all of them in the arteriosclerotic group were 
treated with Benadryl over a period varying from 
3 to 14 months. All patients noted considerable im- 
provement in the symptoms as long as the drug was 
administered. Four of the patients treated continued 
to use parasympathetic inhibitory drugs of the atro- 
pine series, and there seemed to be a synergistic ac- 
tion between these drugs and Benadryl.” 

Moore?> reported a series of 52 patients using 
Benadryl and Benadryl and hyoscine. He stated that 
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WHEN SYMPTOMS ARE DISTRESSING ! 


BUT 


“Tt is strange,” Malleson says, “how little clinical recognition” has been given 
to the “negative behavior” or “endogenous misery” of the woman with endocrine 
imbalance. Largely accountable for this, of course, is the patient’s own reluctance 
to discuss these symptoms with her physician until she actually suffers from some of 
the more obvious menopausal symptoms such as hot flushes. Even then she may become 
so accustomed to her change in feeling she can’t remember what it’s like to feel well.’ 


Changes in the mood pattern are just a few of the many distressing symptoms 
of declining ovarian function which are so often disguised because they do not always 
coincide with cessation of menstruation, and at times will occur long before, and even 
years after. Other good examples are insomnia, headache, easy fatigability, arthralgia 
— and understandably so, when one considers that the loss of ovarian hormone “with- 
draws one of the most important metabolic regulators of the organism.” 


“Premarin” is a preparation of choice for the replacement of body estrogen. 
“Premarin” presents a complete equine estrogen-complex and all the components 
of this complex are meticulously preserved in their natural form. This largely explains 
why “Premarin” not only produces prompt symptomatic relief but also imparts an 
important “plus” — the distinctive “sense of well-being” that patients find so highly 
gratifying. These benefits of “Premarin” have made it a natural estrogen widely 


prescribed by physicians . . . and often preferred by patients. 


“PREMARIN’? 


has no odor Estrogenic Substances (water-soluble), also known as conjugated 
... imparts no odor estrogens (equine), available in both tablet and liquid form 


1. Malleson, J.: Lancet 2:158 (July 25) 1953. 2. Goldzieher, M. A., and Goldzieher, J. W.: Endocrine 
Treatment in General Practice, New York, Springer Publishing Company, Inc. 1953, p. 23. 
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his patients did not fare well on Benadryl alone but 
showed marked improvement on Benadryl plus a 
member of the atropine group. Twenty-five per cent 
of his patients had drowsiness which was eliminated 
when amphetamine was administered upon arising 
and at noon. This was the only distressing side effect 
noted. 

At present, Benadryl is one of the most often used 
preparations. In a recent article,17 it was stated that 
Benadryl controls tremor well, allays tension and ex- 
citement, and aids patients with insomnia. Side re- 
actions of somnolence and fogginess may so disturb 
elderly patients as to limit use to bedtime. Usually 
50 mg. doses are given two to four times daily. Ber- 
cel?® states that of the various symptoms of Parkin- 
sonism, subjective complaints due to vegetative nerv- 
ous system dysfunction—muscle cramps, rigidity, 
diaphoresis, sialorrhea, asthenia, emotional inconti- 
nence, and tremor—were most favorably affected. He 
also stated that a six-weeks trial was necessary for 
evaluation. 

2. Thephorin is perhaps the second antihistaminic 
which should be mentioned. Cohen and Criep?’ state 
that a few months before the first articles about 
Benadryl and Parkinsonism appeared, they had no- 
ticed considerable symptomatic improvement in a pa- 
tient with Parkinson’s disease who was receiving 
Thephorin for coexisting allergic rhinitis. They con- 
ducted a series using Benadryl, Pyribenzamine, and 
Thephorin. They stated that Thephorin resulted in 
the greatest degree of improvement with tremor, hy- 
pertonicity, and rigidity being most frequently bene- 
fited. The dosage recommended is 25 mg. two or three 
times a day. 

3. Pyribenzamine has not been of value in treat- 
ment of Parkinson’s disease.1%, 27 

4. Histadyl was reported to elicit poor results.1% 

Hand‘ states that Benadryl and Thephorin are the 
only antihistaminics of value in Parkinson's disease. 
These agents are perhaps synergistic with Artane; by 
the trial and error method, some combination of the 
three above discussed groups of drugs should be found 
which will afford a degree of palliation for the suf- 
ferer. 

Parkinson's Case VI, in whom temporary unilateral 
cessation of symptoms was observed following a cere- 
bral vascular accident, was evidence that destructive 
neurosurgical procedure might have a place in the 
treatment of selected cases. 

A recent monograph by Oliver!® discusses this as- 
pect of treatment in adequate detail. Of slightly more 
than 1000 patients examined, 300 were admitted for 
further hospital study, and 93 eventually were selected 
for operation. He noted that no abnormalities in spinal 
fluid examination were discovered. Also, the scalp 
leads from an electroencephalograph revealed no un- 
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usual characteristics. Fifty cases were studied by pneu- 
moencephalograms, and no convincing abnormality 
was observed. 

Numerous operations have been proposed. Essen- 
tially all are alike in that the corticospinal tracts are 
sectioned at some point in their descent. The opera- 
tions differ as to the site selected, cortex or cervical 
cord, and the depth to which the scalpel is pushed. It 
would seem, in a certain small percentage of cases in 
which tremor is unilateral, that surgery might be of 
value. The vast majority of patients with Parkinson’s 
disease will be in the older age groups. Special efforts 
should, therefore, be directed toward being as certain 
as possible that the patient can tolerate surgery. 

Physiotherapy should be confined to increasing mus- 
cle tone rather than to providing momentary comfort 
to the patient.!7 It should consist of massage, stretch- 
ing of muscles, and active exercise with special equip- 
ment.17 Heat lamps, diathermy, and ultraviolet ma- 
chines are of little value. Physiotherapy, if enthusiasti- 
cally administered, will always produce some improve- 
ment. An occasional short course of active exercises 
from a physiotherapist with an energetic and optimis- 
tic approach may sometimes help these patients make 
full use of any persisting potential capacity for physi- 
cal activity.® 

As in the treatment of most diseases, psychotherapy 
is of value in Parkinson’s disease. Psychotherapy is 
perhaps no more than a conscious effort to maintain a 
good doctor-patient relationship. It is that sort of com- 
mon-sense encouragement and reassurance which every 
physician is called upon to provide every day. 

Quite naturally, many with this disease tend to be- 
come sorry for themselves, and they need to be pro- 
tected from the over-sympathy which they receive 
from their friends and families and to be encouraged 
to keep going as long as possible. They are also prone 
to consider their disability as more conspicuous than 
it really is. The most important factor is undoubtedly 
to try to maintain the patient’s morale, and Parkinson- 
ism is one of several incurable chronic diseases of the 
nervous system in which the most effective treatment 
is psychotherapy in its least specialized sense, admin- 
istered consciously or unconsciously by an understand- 
ing practitioner. 

Parkinson’s disease, known for centuries but first 
described by James Parkinson in 1817, is a slowly pro- 
gressive affection of the central nervous system. It can 
be caused by arteriosclerosis, encephalitis lethargica 
with an interval of several years before symptoms ap- 
pear, syphilis, carbon monoxide, carbon disulfide, man- 
ganese, hemorrhage, trauma, or neoplasm, or it may 
be of the so-called idiopathic type. The signs and 
symptoms are discussed with an attempt to correlate 
the clinical findings with the altered physiology of the 
extrapyramidal system. 
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Karo 
helps to support this dramatie growth?! 


...@ carbohydrate of choice in milk 
modification for 3 generations 


For the newborn 

Karo Syrup is a milk additive that is hypoallergenic 
and bacteria-free. Since it is rich in easily digested 
dextrose, maltose and dextrins, it provides carbohy- 
drates in directly assimilable form. This minimum de- 
mand on the digestive function is important during the 
first weeks. It makes possible a formula containing 15 
calories per ounce even during the period when fat 
digestion is least efficient. 


During the first months 


When growth is most rapid, Karo helps to meet the 
accelerated nutritional demand. It offers in convenient, 
well tolerated form the carbohydrate additive which is 
usually prescribed, since milk alone provides just 28% 
of the optimum 60% carbohydrates. Karo Syrup is also 
readily available, inexpensive, a miscible liquid that 
is easy to use. Light and dark Karo are interchangeable 
in formulas—both yield 60 calories per tablespoon. 


For the older infant 

Karo eases the transition from formula to whole milk, 
from liquid to solid foods. The familiar taste of Karo 
makes whole milk more readily accepted, and many 
solid foods will be easily introduced into the diet if 
flavored with a little Karo Syrup. Rapidly assimilable 
carbohydrate is needed for the rapid metabolism of the 
small child. Since Karo is low in osmotic pressure, it is 
non-irritating. It also precludes fermentation because 
no excess of hydrolized sugars is formed. 


Medical Division 
CORN PRODUCTS REFINING COMPANY 
17 Battery Place, New York 4, N. Y. 
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Although there is no cure for the disease, therapy 
can and should be actively and energetically under- 
taken by the physician. Therapy was discussed as medi- 
cal, surgical, physiotherapeutic, and psychotherapeutic. 
Artane and Benadryl are probably the most efficacious 
drugs available. It was stressed that combination thera- 
py be used until the most improvement is noted. An 
occasional patient may be a candidate for surgery, and 
the criteria for this are discussed. Physiotherapy is of 
limited value. Of perhaps the most value is the com- 
monsense psychotherapy which every physician can 
employ if he will. The patient should be urged and 
encouraged to remain as active as his disabilities al- 


low. 
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Good public relations begins in the office of each 
individual physician. 
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BOOK REVIEWS 


A History of Medicine, Volumes 1 and 2. By 
Ralph H. Major. Published by Charles C Thomas, 
Springfield, Illinois. 1155 pages. Price $14.50. 


In the preface Dr. Major defines the purpose and 
scope of his work. “This book is not written for the 
specialist in medical history, to whom most of the 
facts related are already well known. It is written 
primarily for the medical student and the medical 
practitioner, in an attempt to interest them more in 
the history of their own profession, which, despite 
attacks and abuse, despite quacks and charlatans, and 
in spite of its own mistakes, has proved itself more 
enduring than any of the civilizations which gave 
birth to it. 

“To include in a history of medicine the names of 
all physicians who have made notable contributions 
to medicine would transform such a history into 
either an exhaustive reference book or a mere dic- 
tionary of medical names. To avoid this dilemma, I 
have attempted to write a continuous account of the 
stream of medical history, punctuated with the names 
of eminent physicians often accompanied by a brief 
biography.” 

A History of Medicine begins in antiquity and 
traces achievements of the various cultures and na- 
tions to the middle of the 20th century. It is a com- 
pelling narrative regularly enriched with an inspired 
selection of quotations from the period or the physi- 
cian under discussion. And not least among its values 
are the more than 400 distinctive and informative 
illustrations, many being photographs taken by the 
author himself. 

It is a readable book beautifully printed on fine 
paper. A History of Medicine will be of interest to 
the medical student and the medical practitioner. It 
will be a popular source reference in every library, 
but it has a wider potential influence than in profes- 
sional circles. 

The author uses the historian’s dispassionate ap- 
proach, but his subject is filled with the breathless 
suspense of discovery, the terror of plagues, and the 
comfort of continual progress. It is science, but the 
science of humanity. It is history, but more vital than 
the conquest of armies. It is fact, but the fact of liv- 
ing, personal experience. 

So this two-volume record of medicine would be 
an ideal gift. It would be an inspiration to the 
young man and woman who dream of becoming phy- 
sicians and a satisfaction to the inquiring layman. 
Perhaps no argument for medicine has ever ap- 
proached the eloquence of its own dignified and 
continual achievement. Dr. Major has not only pre- 
served this record in the 1155 pages of his book but 
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ANNUAL CLINICAL CONFERENCE 


CHICAGO MEDICAL SOCIETY 
March 1,2,3,4, 1955 


Palmer House, Chicago 


DAILY HALF-HOUR LECTURES BY OUTSTANDING TEACHERS AND SPEAKERS 
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PANELS ON TIMELY TOPICS. 
MEDICAL COLOR TELECASTS. 
TEACHING DEMONSTRATIONS. 


SCIENTIFIC EXHIBITS worthy of real study and helpful and time-saving TECH- 
NICAL EXHIBITS. 


The CHICAGO MEDICAL SOCIETY ANNUAL CLINICAL CONFERENCE 
should be a MUST on the calendar of every physician. Plan now to attend and 
make your reservation at the Palmer House. 


It's Convenient to Buy Kanox 


Send your patients to our sickroom department for all their needs. You may rest 
assured they will receive good courteous service at a reasonable price. 


Walkers Sales Canes & Crutches 
Wheelchairs & Commodes 
Beds Rentals Supply Items 


We are now stocking many and varied items used in hospitals and doctor offices. 
Would you give us an opportunity to service your account? Every article sold with 
an unconditional guarantee of satisfaction. Why not try us? 


KANSAS OXYGEN, Inc. 


Hospital Dept. 


Phone 2-8981 Hutchinson 329 W. 4th St. 
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he has succeeded in bringing people into reality and 
in reenacting events before our eyes as we read. 
—O.E.E. 


Galen of Pergamon. By George Sarton. Published 
by University of Kansas Press, Lawrence, Kansas. 
112 pages. Price $2.50 


Galen of Pergamon is the third volume in the 
Logan Clendenning Lectures on the History and 
Philosophy of Medicine to be published by the Uni- 
versity of Kansas Press. 

This is the readable account of the life of the 
famous and influential physician and makes for ex- 
cellent bedside reading for every physician. Most of 
the physicians in Kansas have visited the Library of 
the History of Medicine and know that the Logan 
Clendenning Library is one of the great libraries of 
medical history in the world. Those who were not 
fortunate enough to hear Dr. Sarton present the ma- 
terial covered in the book will welcome this fine 
volume.—W.L.V. 


Manual of Clinical Mycology, Second Edition. By 
Norman F. Conant, David T. Smith, Roger D. Baker, 
Jasper L. Callaway, Donald S. Martin. Published by 
W. B. Saunders Company, Philadelphia. 456 pages, 
202 figures. Price $6.50. ‘ 


This manual contains a concise description of the 
several recognized mycotic diseases together with dis- 
cussion of epidemiology, diagnostic methods, and 
treatment. The sections on laboratory diagnosis are 
sufficiently detailed to serve as a reference, and a 
brief chapter on general mycology is included for 
orientation. There are numerous excellent photo- 
graphs of lesions, x-rays, and microscopic prepara- 
tions. Each chapter concludes with a comprehensive 
bibliography. 

This edition has been revised to include the rather 
large amount of information accumulated in the 
last 10 years, especially about the systemic fungus 
infectious.—H.R. 


Urology, Volumes I, II, III. By Meredith Campbell 
with 51 Contributing Authorities. Published by W. B. 
Saunders Company, Philadelphia. 2,356 pages, 1,148 
figures. Price $60. 


Many excellent textbooks of urology have been 
published since 1900 when urology became an ac- 
cepted surgical specialty, and this new study edited by 
Dr. Campbell is one of the best. In 1926 Saunders 
published a similar set of volumes edited by the late 
Dr. Hugh Young which for many years was a stand- 
ard textbook in urology. Twenty-eight years later this 


new text written by competent authors will again be- 
come a definitive reference text in urology. 
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The collaborating authors are all outstanding, and 
their contributions bring up-to-date the many devel- 
opments of the last few years. An excellent integra- 
tion with the basic sciences is achieved by the use of 
monographs by Doctors Pitts, Huggins, Moore, Ash, 
Engle, Hotchkiss, Jenkins, and others. Related fields 
are also covered by authorities. The field of urology 
has been greatly enriched by this splendid effort.— 
W.LV. 


Clinical Management of Behavior Disorders in 
Children. By Harry Bakwin and Ruth Morris Bakwin. 
Published by W. B. Saunders Company, Philadel phia. 
495 pages, 14 figures. Price $10. 


The authors of this book have succeeded in doing 
what has long been needed. They have gathered to- 
gether in one book an extremely readable guide and 
reference book for the use of the general practitioner 
and pediatrician who must handle the great bulk of 
the behavior and emotional problems of children and 
often must be the source of referral for more special- 
ized services. This book is also a valuable source of 
reference for the child psychiatrist and members of 
ancillary disciplines because of the ready availability 
of certain statistical information. 

The book is rich in references to and abstracts from 
recent significant literature, and it is often from these 
abstracts that the above mentioned statistical material 
is taken. For example, in discussing cerebral palsy, 
MclIntire’s article on the subject is referred to, and 
his list of the frequency of the various etiological 
factors in cerebral palsy is cited. Another example of 
the useful information to which one might have need 
to refer frequently is the table setting forth the per- 
centage of epileptics engaged in various occupations. 
Still another example is found in the chapter on sex 
education in which one finds a book list on sex edu- 
cation, books for children and adolescents or their 
parents. 

Among the general attributes of the book should 
be mentioned the 34 pages of index which make for 
easy reference to specific topics. 

The authors have included as their first section an 
excellent discussion of growth and development in 
which emphasis is placed on the emotional develop- 
ment of the child. The motor and mental capabilities 
at a given age are also adequately discussed. 

The second section of the book takes up a discus- 
sion of general psychologic care from the newborn 
period through adolescence. The authors’ point of 
view in regard to most matters of training, including 
eatly feeding techniques, is one of down to earth 
practicality with a notable absence of any rigidity. 


The third section on the care of the physically ill 


and handicapped child takes up such matters as hos- 


pital care of children. The authors advise home care 
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UNIVERSITY OF KANSAS SCHOOL OF MEDICINE 


Postgraduate Medical Courses 


CLINICAL NEUROLOGY 


January 24, 25, 26 & 27, 1955 


FACULTY: 

ADOLPH L. SAHS, M.D., Professor of Neurol- 
ogy and Chairman of Department, State Uni- 
aa” of Iowa College of Medicine, Iowa 


SERNARD FOSTER, M.D., Lecturer in 
Medicine (Neurology); Director, Division of 
Neurology and Neurosurgery, Menninger 
Foundation, Topeka. 

CHARLES E. BRACKETT, JR., M.D., Assistant 
Professor of Surgery (Neurosurgery). 

J. de la FUENTE, M.D., Resident in Neurology. 

FRANK A. MANTZ, JR., M.D., Assistant Pro- 
fessor of Pathology. 

A. THEODORE STEEGMANN, M.D., Professor 
of Medicine and Chief, Section of Neurology. 

WAYLAND A. STEPHENSON, M.D., Assistant 
Professor of Medicine (Neurology); Chief, 
Section of Neurology, Kansas City Veterans 
Administration Hospital. 

GALEN M. TICE, M.D., Professor of Radiology 
and Chairman of Department. 

ELLSWORTH H. TROWBRIDGE, JR., M.D., 
Assistant Clinical Professor of Medicine 
(Neurology). 

A. B. WILLIAMSON, JR., M.D., Resident in 
Neurology, Kansas City Veterans Administra- 
tion Hospita 

WILLIAM P. WILLIAMSON, M.D., Associate 
Professor of Surgery and Chief, Section of 
Neurosurgery. 


RADIOLOGY AND RADIOACTIVE ISOTOPES 


February 14, 15, 16 & 17, 1955 


Guest Instructors: 

LAUREN V. ACKERMAN, M.D., Professor of Surgical Pathology 
and Pathology, Washington University School of Medicine 

H. BEIERWALTES, M.D., Associate of Internal 

ane University of Michigan School of Medici 

CARL C. BIRKELO, M.D., Clinical Assistant Professor a Radiology, 
Wayne School of Medicine. 

JAMES W. J. CARPENDER, M.D., Associate Professor of Radiology, 
beerstioe ‘of Chicago School of Medicine. 

CARL L. GILLIES, M.D., Professor of Radiology, State University 
of Iowa College of Medicine. 

PHILIP J. HODES, M.D., Professor of Radiology, University of 
Pennsylvania Graduate School of Medicine 

JOHN F. HOLT, M.D., Professor of Roentgenclogy. University of 
School of Medicine. 

B. A. LOW-BEER, M.D., Professor of Radiology, University of 
California School of Medicine. 

JAMES STOBER, Physicist, Kelley-Koett X-Ray Corporation, 
Covington. 

—_— G. ALLEN, M.D., Radiologist, Providence Hospital, K.C., 

an. 

HILLIARD COHEN, 1D. Pathologist, Menorah Hospital, K.C., Mo. 

DAVID S. DANN, ag Menorah Hospital, K.C., Mo. 

HOMER L. MIEDERT. Radiologist, Topeka. 

WM. M. KITCHEN, TDS Radiologist St. Merve Hospital, K.C., Mo. 

IRA H. LOCKWOOD, M.D., Ra iologist, Research Hospital, K.., 


Mo. 
ANTHONY F. poneyst0, M.D., Radiologist, The Wichita Hospital. 
SIDNEY RUBIN, M.D., Rad iologist, Menorah Hospital, K.C., Mo. 
ARTHUR B. SMITH, MD., Radiologist, Research Hospital, K.C., Mo. 
JAMES R. STARK, MD., Radiologist, The Wichita Clinic. 
JOHN W. WALKER, M.D., Radiologist, Research Hospital, K.C., Mo. 


Woodcroft Hospital--Pueblo, Colorado 


A private hospital for the scientific treatment of neuro-psychiatric disorders, including alcoholism 
and drug addiction, Beautiful landscaping and home-like surroundings afford a restful atmosphere. 


Accommodations vary from single rooms with or without bath to rooms en suite, allowing for 


segregation of guests 


Detailed information furnished on request. 
KARL J. WAGGENER, M.D. 
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wherever possible. The care of the chronically ill 
child at home, and the care of such organic condi- 
tions as poliomyelitis, epilepsy, diabetes, and blind- 
ness are dealt with from the point of view of ade- 
quately handling the emotional problems involved. 

Two sections deal with behavior disorders in chil- 
dren with consideration of the etiological factors and 
the diagnosis and treatment of these problems. There 
is a comprehensive presentation of the techniques of 
diagnostic evaluation using both interview and the 
projective techniques of psychological testing. The 
interesting and valid thesis is presented that children 
can tell a great deal verbally about their problems if 
properly approached. Psychotherapeutic techniques, 
including play therapy and adjunctive resources of 
foster home and institutional care, are briefly pre- 
sented. 

Two sections on the problems related to mental 
functioning and developmental abnormalities should 
give invaluable aid to the practitioner confronted with 
these problems in his practice, and they should serve 
also as a source of information and ideas should the 
practitioner be called upon to give talks to lay groups. 

The sections on problems related to emotional de- 
velopment include chapters on abnormal emotional 
states, sex problems, and emotional deprivation in 
infants. Sections on problems of habit and training, 
organic disturbances with a large psychic component 
such as asthma, skin diseases and ulcerative colitis, 
anti-social behavior, and more specific syndromes 
such as schizophrenia in children are to be found in 
this book. 

In general there is little to criticize, and the basic 
theoretical concepts and procedures are in line with 
current psychiatric thinking. 


Last, but certainly not the least of the good features 


of this volume, is the list of references which follows 
each chapter.—R.A.M. 


GOVERNMENT SPENDING 


The fact that a man who earns $4,500 a year 
spends more than 21/) hours each day earning enough 
to pay his taxes, federal, state, and loca!, was one of 
the surprising statistics developed by the California 
Taxpayers Association in a recent survey. The private 
research organization made an analysis of the 90 bil- 
lion dollars being collected by governmental agencies 
this year. 

The same man, the survey reports, works only 11/4, 
hours to pay for food for his family, about 11/ hours 
for housing, 36 minutes for clothing, and 42 minutes 
for transportation. Medical care is purchased with 
work completed in 23 minutes, recreation 20 minutes, 
and miscellaneous goods and services 23 minutes. 


Your instructions 


Quolified, cour- |} 
teous orthopaedic | 
technicians. \ 
THE : 
W. E. ISLE 
COMPANY 
ENTIRE SECOND FLOOR 
1121 GRAND AVE. 
KANSAS CITY, MO. 
VICTOR 2350 


Topeka, Joplin, 


Nationally advertised Surgical Supplies and Equipment for your convenience at 
Kansas City, St. 


GOETZE NIEMER CO 


Traditions established during 60 years management by Dr. W. F. Goetze (AMA) assures intelligent servicing of your orders 


Joseph 


THE SOUTHARD SCHOOL 


problems. 


J. Cotter Hirschberg, M.D., Director 


Intensive individual psychotherapy in a res- 
idential school, for children of elementary 
school age with emotional and behavior 


THE MENNINGER 
CHILDREN’S CLINIC 
Outpatient psychiatric and neurologic 


evaluation and consultation for infants 
and children to eighteen years. 


Department of Child Psychiatry 
THE MENNINGER FOUNDATION 


Topeka, Kansas; Telephone 3-6494 
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Something NEW 
is Cooking 


MORE INSURANCE NOW AVAILABLE 


Chink! HOW THESE AMOUNTS 


WOULD HELP IN PAYING ESTATE TAXES IN 
CASE YOU ARE ACCIDENTALLY KILLED... 


SPECIFIC BENEFITS atso For Loss oF siGnT, 


time OR LIMBS FROM ACCIDENTAL INJURY 


HOSPITAL INSURANCE also for our 


members and their families 


$4,000,000 Assets 
$20,000,000 Ciaims Paid 


52 Years Old 


Physicians Casualty & Health Ass’ns. 
Omaha 2, Nebraska 


Medical and Surgical Supplies 
for Doctors of Medicine 
and Hospitals 


Munns Medical Supply Co. 


512 Kansas Avenue 


Topeka, Kansas 


Deformity Appliances 
of Quality 


Orthopedic and Surgical Appliances 


Artificial Limbs 
Trusses 


Abdominal 
Supports 


Elastic 
Hosiery 


Foot 
Supports 


: Taylor Back Brace 
Surgical Made to Order in 
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P. W. HANICKE MFG. CO. 
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OBSTETRICIANS MEET 


A meeting of the Kansas State Obstetrical Society 
was held at the Muehlebach Hotel, Kansas City, on 
October 9, at the time of the refresher course in ob- 
stetrics at the University of Kansas Medical Center. 
Wives of members were guests. Dr. J. Curtis Lund of 
Rochester University was speaker of the evening. 


MANUAL ON NURSING ACTIVITIES 


A new manual designed to aid hospitals in making 
better use of personnel, How to Study Nursing Ac- 
tivities in a Patient Unit, was recently published by 
the Public Health Service, Department of Health, 
Education, and Welfare. The publication offers a 
method by which hospitals of all sizes may determine 
how nursing personnel time is distributed between 
duties requiring nursing skills and those which could 
be performed by other hospital personnel. 

The purpose of the study is to give nurses more 
time to be with patients. Nursing personnel them- 
selves have an opportunity to take part in the study 
and to analyze their own activities. 

The foreword of the manual, wiitten by Dr. Edwin 
L. Crosby of the American Hospital Association, 
states, “If many hours of nurses’ time are being di- 
rected from their true purpose and spent in work 
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others can do, this trend must be corrected. The 
problem is how to conserve professional nursing 
skills for their highest use. . . . Any hospital, large or 
small, can use the manual, adapting it readily to indi- 
vidual needs.” 

Copies of the booklet may be purchased from the 
Superintendent of Documents, Government Printing 
Office, Washington 25, D. C., at 25 cents each. 


RURAL HEALTH MEETING 


The 10th National Rural Health Conference spon- 
sored by the American Medical Association will be 
held at the Schroeder Hotel, Milwaukee, February 
24-26. Discussions will be held on the work of medi- 
cal society rural health committees, responsibilities of 
citizenship, and training for rural practice. 


CLASSIFIED ADVERTISEMENTS 


FOR SALE—Modern well equipped air conditioned eye, 
ear, nose, and throat clinic located in red grapefruit section 
Rio Grande valley, Texas. Location ideal. Will sell equipment 
separate if wanted. Cheap. For details write Journal 22-54. 


FOR SALE—Castle autoclave size 8 inches by “4 inches, 


practically new, priced right. Write the Journal 19-5 

WILL GIVE most all office equipment and furnishing 
to a younger doctor who will locate in my town of 3,500 
opulation for general practice. Retiring because of age. 
Write the Journal 20-54. 

LABORATORY TECHNICIAN, 
midwestern medical group of eight. Excellent facilities and 
liber2l salary. Write the Journal 21-54. 


registered, wanted for 
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SECLUSION MATERNITY The Neurological Hospital 


ao FAIRMOUNT 2625 West Paseo, 


HOSPITAL KANSAS CITY, MISSOURI 
For Girls 


Private sanitarium with net 
= 3 certified obstetrician in 
charge. All adoptions 
Write for information arranged thravgh A voluntary hospital providing the care and 
treatment of nervous and mental patients 
Mo. aaa and associate conditions. 
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* PETRO’S RENTAL SERVICE « 


618-20 Quincy — Topeka, Kansas — Phone 40207 


LABORATORIES 
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PROFESSHONAL PROTECTION 
“SINCE 1899 
: 


J. L. Lattimore, A.B., M.D., Pathoiogist 
A. A. Fink, A.B., M.D., Pathologist 

H. C. Ebendorf, M.T., Serologist 

A. C. Keith, B.S., Chemist 

L. W. Hull, A.B., Bacteriologist 

Walter Norris, A.B., Chemist 
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TOPEKA Office: 
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Anatomical and Clinical 
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A Mutual, Open-end, Diversified Investment Fund 
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Offered by 
MUTUAL DISTRIBUTORS, Inc. 
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INDEX TO VOLUME LV 


In the list below, the number first 


ORIGINAL ARTICLES 


Addison’s Disease Complicated by Pregnancy: A Case 
with Postpartum Hypertension—Thomas P Luellen, 
M.D., and Ray A. West, M.D., Wichita, Kansas .... 


Alcoholics Anonymous—-Mr. X ...... ce 


Arrhenoblastoma—G. E. Kassebaum, M.D., El Dorado, 


Art of Medicine and the Cancer Patient, The—Ralph E. 


Carcinoma of the Cervix—L. A. Calkins, M.D., Kansas 


Case of Actinomycosis of Ovary, A—Lyman C. Murphy, 


Complete Heart Block with Morgagni-Adams-Stokes 
Syncope Treated with Large Doses of Epinephrine— 
William E. Larsen, M.D., Kansas City, Kansas ...... 


Complications following Mitral Commissurotomy with 
Special Reference to Auricular Fibrillation—E. Grey 
Dimond, M.D., and Everton Marques dos Santos, M.D., 


Congenital Absence of the Vagina: A Review and Case 
Report—Stanley L. VanderVelde, M.D., and Joseph J. 
Hovorka, Emporia, Pansat 


Current Trends in Treatment of Congenital Megacolon— 
William N. Harsha, M.D., Oklahoma City, Oklahoma 


Diagnosis of Lead_ Poisoning, The—John L. Morgan, 
Doctor Goes te Court, The—Joseph Cohen, LL.B., Kan- 


Effect of Altitude on the Pathogenesis of Tuberculosis, 
The—William F. Casteen, Kansas City, Kansas ...... 


Error in Blood Sugar Determinations, An—-Mark Dodge, 
M.D., Marion Mathy, Arthur W. Robinson, M.D., and 
Arnold V. Arms, M.D., Kansas City, Missouri ...... 


Experimental Production of the “Dry Field” in the 
Right Auricle and Ventricle—C. S. Stotts, M.D., and 
Stanley R. Friesen, M.D., Kansas City, Kansas...... 


Fractures .of the Anterior Tibial Spine—L. O. Litton, 


Gallstone Ileus—Edward A. Scollin, M.D., Montgomery, 


General Practitioner Studies Psychiatry, A—Prescott W. 
Thompeon, M.D., Topeka, 


Guillain-Barre Syndrome: Report of Two Cases Treated 
with Vitamin B Complex, Cortisone, and ACTH for 
Relief of Pain—Thomas L. Foster, M.D., and Charles 
Pokorny, M.D., Halstead, Kansas 


Associated with Leukemia—Lee Hanes, 
M.D., Kansas City, Missouri .......... 


-Inducing Activity of Warfarin 
Sodium (Coumadin Sodium), The__Shepard Shapiro, 


Immunity and Resistance in Poliomyelitis: A Brief 
Résumé of the Literature—Herbert A. Wenner, M.D., 


Low Salt Syndrome in Children during Hot Weather, 
The—Mary E. Evans, M.D., Kansas City, Kansas ... 


Lung Cysts—-Melvin A. Rabe, M.D., Leavenworth, 


Management of Acute Laryngotracheobronchitis—Harold 
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Management of Traumatic Rupture of the Left Superior 
Pulmonary Vein, oe arry R. Custer, M.D., Colby, 
Kansas, and Karl P. Klassen, M.D., Columbus, Ohio 


Massive Diuresis in Congestive Heart Failure—Samuel 


Medical Care in Pediatric Surgery—Frederic G. Burke, 


Modern Concept of Otitis Media—Harold L. Hickey, 


Multiple Primary Malignant Lesions—Jack W. Welch, 


Paroxysmal Ventricular Tachycardia Occurring during a 
Two-Step Exercise Test: Report of Case—Robert A 


Pathology of The—Fred A. Brandt, 


Poisonings with the Newer Pesticide Compounds— 
— R. Hood, M.D., and Evan Wright, insti 


Report on the Tubeless Gastric Analysis—R. L. Van Cit- 
a M.D., and Mahion Delp, M.D., Kansas City, 


Rupture of the Colon Secondary to Muscular Strain: 
te of Two Cases—W. G. Cauble, M.D., Wichita, 


Sodium Pentothal Solution, An Adjuvant in the Treat- 
ment of Acute Alcoholism—-DeMerle E. Eckart, M.D., 


Spontaneous Intravascular Clotting—William W. Abrams, 


Treatment and Management of Alcoholics in a General 
Hospital—Thomas L. Foster, M.D., Halstead, Kansas 


Treatment of Diabetic Acidosis and Diabetic Coma, The 
—Edward Tolstoi, M.D., New York, New York ..... 


Treatment of the Acute Alcoholic from a General Prac- 
titioner’s Viewpoint—Z. Miles Nason, M.D., Kansas 


Treatment of the Alcoholic Patient in Kansas State Men- 
tal Institutions—George W. Jackson, M.D., Topeka, 
Kansas; Earl F. Morris, M.D., Larned, Kansas; J. E. 
C. Morton, M.D., Osawatomie, Kansas, and Stuart- 


Twenty-Four Year Review of Cesarean Sections at 
Kansas University Hospitals, A—J. C. Schroll, M.D., 
and L. A. Calkins, M.D., Kansas City, Kansas ...... 


Use of Hydrocortisone-Neomycin Ointment in the Treat- 
ment of Various Dermatoses, The—Donald L. Fuhr- 
man, M.D., and Bruce V. Drowns, M.D., Kansas City, 


Use of Trypsin in Rheumatoid Arthritis. The: A Clinical 
Study—William H. Goodson, Jr., M.D., Donald L. 
Rose, M.D., and William §. Alyea, M.D., Kansas 


Value of Gastroscopy, The—Henry Laurens, Jr., M.D., 


Weber-Christian Disease: A Case Report—Charles Pokor- 
ny, M.D., and C. Alexander Hellwig, M.D., Halstead, 


Widening Scope of the State Hospital with Special Ref- 
erence to Geriatric Medicine and Surgery, The— 
C. Maxwell-Joyner, M.D., Larned, Kansas, and Rudolf 
Hofbauer, M.D., Wichita, 
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In the list below, the number first mentioned identifies the month of issue. 


TuMoR CONFERENCES FROM THE UNIVERSITY OF KANSAS 
MEDICAL CENTER 


Of the Prostate «2... 1-25 
Biopsy Procedures in Office Practice ...............-- 12-712 
Hemangiomas and Lymphangiomas 6-338 
Management of Incurable Cancer, The ............... 8-460 


Recent Trends in Therapy of Carcinoma of the Breast 10-580 


SENIOR THESES FROM THE UNIVERSITY OF KANSAS 
SCHOOL OF MEDICINE 


Adverse Effects of Penicillin Therapy—-W. D. Brad- 


The: and Dicumarol—Clarence 


Cerebral Circulation, The: Comments on Cerebral Angio- 


Complications of Polycythemia Vera, The--Curtis A. 


Medical Management of Peripheral Arteriosclerosis-—John 

Parkinson's Disease--Glen G. Halliday, M.D. ......... 12-721 


Pathogenesis of Hypochromic Microcytic Anemia, The— 
3-164 


Physiological Theories of the Etiology of Alcoholism— 


Radioactive Iodine in Hyperthyroidism——Lowell Rhodes, 


Some Basic Concepts of the Acute Radiation Syndrome 
“Eugene T. van der Smissen, M.D. ........... owes. 11656 


Treatment of Hepatic Insufficiency—Helen Jones, M.D. 5-278 


EDITORIALS 
A.M.A,. Annual Session ...... 9-508 
Annual Meeting in Hutchinson .............e0eeeeee- 11-636 
Approach to Problems of Alcoholism .............+.+- 8-457 
Change in A.M.A. Dues Policy ............ Uicandinnes 1-23 
Chiropractors Withdraw Petitions .............:.-... 6-325 
Eighth Annual K.U. Issue 3-139 
Facts of Life, The 1-23 
Federal Health Programs ....... weeee 7-395, 8-457 and 9-507 
Honor in the Practice of Medicine ..............0005 5-262 


New Year’s Resolutions .......... 12-707 
Polio Vaccination Field Trials .......cceccsessccecseee 1-21 
Progress at the Medical School .........+++ 3-139 


Thanks, Jackson County  6°328 


VA Non-Service Connected Cases 1-22 
Vaccinia Immune Gamma Globulin ................--- 2-81 


DEATH NOTICES 


Kirby, Dr. George Wightman ....... 12-720 
Meisburger, Dr. Richard G. ........... 7-424 
Menninger, Dr, Charles Frederick ......... 1-32 
Nicoll, Dr. David Thompson ........ Rasvestewecattercets .. 10-591 
Thacher, Dr. Mowry Stafford .......... 6-372 
Walker, Dr. Oliver David 11-649 


REGULAR HEADINGS AND SECTIONS 


Activities of Members ..... 1-33; 2-82; 3-152; 5-272; 6-346; 
7-404; 8-469; 9-828; 10-590; 11-650: 12-719 


Announcements ........ 1-38; 2-108; 3-172; 4-242; 5-306; 
6- 343; 7. 424; 9-530; 10- 608; ane 674; 12- 720 

. 1-39; 2-77; 3-142; 5-274; 6-350; 
7-406; 8-472; 9-532; 10-589; 12-711 

Deck Reviews: 1-54; 3-178; 5-298; 7-422; 
9-509; 10-610; 11-680; 12-730 

Clinicopathological Conferences ........ ...- 2-853 5-264; 7-408; 
9-519; 11-638 

On 1-35; 2-83; 3-149; 5-274; 6-342; 
7- 420; 9- $32; 10- 591; 11-652; 12- 718 

Kansas Press Looks at Medicine, The ...... . 1-50; 2-84; 3-174; 


6-351; 7-420; 11-654 


Month in Washington, The ......... 3 3-137; 5-276; 6-368; 
7-393; 8- 435: "io: 575; 11-637; 12- 705 
President’s Page ....... 1-20; 2-78; 3-138; 4-206; 5-260; 6-324; 


7-394; 8-456; 9-506; 10-576; 11-634; 12-706 
Service Separations ....... . 5-263; 6-327; 7-397; 8-459; 10-579 
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PRESCRIBE 


SUPERIOR 
QUALITY Schering’s high standards and quality con- 


trol assure products of uniform action and clinical efficacy. 


MINIMUM 
COST With hormones produced by Schering, the 


physician is certain of unquestioned quality at minimum cost. 
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LL for greater nitrogen retention 


# 


_* tor firmer muscle mass 


NUTRITIONALLY SOUND FORMULA FOR INFANTS 


In the bottle-fed infant, a higher protein intake, with 
greater nitrogen retention, results in firmer muscle 
mass, better tissue turgor and better motor develop- 
ment.! A protein intake that does not maintain positive 
nitrogen balance “cannot be considered optimal or 


even safe for any length of time.’” 


During the first year of life, the infant’s nourishment is 
derived primarily from his formula. Hence it is espe- 
cially important that the formula be generous in pro- 
tein. The usual Lactum® feedings provide 2 Gm. protein 
per pound of body weight—25% more than the Recom- 
mended Daily Allowance of 1.6 Gm. per pound (3.5 
Gm. per kilogram). 


Lactum formula rose emcee 1. Jeans, P. C., in A.M.A. Handbook of Nutrition, Philadelphia, Blakiston, 
for a 10 Ib. infant for a 10 Ib. Infant 1951, pp. 275-298, 2. Stare, F. J., and Davidson, C. S., in The. Proteins, 
American Medical Association, 1945. 
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